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INTRODUCTION

Under contract to the Food and Drug Administration, Stanford Re~
search Institute is examining the mutagenicity of 14 selected chemical
compounds {Contract No. FDA 71-267). This report describes the results
of tests conducted on Sodium Nitrate (71-7).

Three methods are used to evaluate the genetic hazards of the test
compounds, These are: (1) Host-Mediated Assay, (2) Cytogenetic Assay,
and (3) Dominant Lethal Gene test. Methodologies used to conduct these
tests are described in detail in "Compound Report No. 1," January 1972.
The same procedures were followed in obtaining the information presented
in this report.

For the compound under consideration here single and repeated intuba-
tions were performed at three concentrations. These amounts were (1) a
maximum tolerated dose or 5 g/kg, whichever was lower, (2) a low dose of
30 mg/kg or one near the use level, and (5) a level intermediate between
the use level and the maximum tolerated dose.




SUMMARY

Host-Mediated Assay

Sodium nitrate (71-7) did not produce any measureable mutagenic
response for Salmonella typhimurium or alteration in the recombination
frequency for Saccharomyces cerevisiae in either the host-mediated assay
or the associated in vitro tests,

Cytogenetic Assay

Sodium nitrate (Compound 71-7) exhibits no adverse effect on metaphase
chromosomes from rat bone marrow cells at any of the time periods or dose
levels tested,

It exerts a definite adverse effect on human embryonic lung cells
(w1-38) grown in tissue culture, primarily due to increased numbers of
acentric fragments,

Dominant Lethal Gene Test

No consistent responses occurred to suggest that sodium nitrate
(71-7) is mutagenic to the rat by this experimental procedure. The
positive reference compound, TEM, a known mutagen, generally produced
mutagenic responses from the first through the fifth weeks of the experi-
ment, as expected. Mathematical treatment of the Dominant Lethal Gene
data, according to the statistical program outlined by FDA, failed to show
consistent significant differences (which could be attributed to an effect
of sodium nitrate) at P<0.0l, P<0.05, P<0.10, and P<0.20.

As was observed with sodium nitrite (SRI Project 1348, Report No. 12),
sodium nitrate was more toxic to heavier, 400 to 500 grams, (and/or older)
rats than to lesser weight rats (100 to 150 grams). The LDg, for the
400 to 500 gram rat was 4.0 g/kg, for rats weighing 100 to 150 grams the
LD;, was 6.1 g/kg.




RESULTS AND DISCUSSION

Oral Toxicity

Initially, single and multiple dose LDg, data were obtained with male
Sprague Dawley derived rats weighing 210 to 225 grams, each. The resultant
LDg, value for both single and multiple treated rats was 5.2 g/kg. After
an evaluation of the data, dosage levels of 3.25 g/kg, 2.0 g/kg, and 30
mg/kg were selected and administered to the rats, weighing 400 to 500 grams
each, Within several days 60% of 3.25 g/kg treated rats were dead. The
study was abandoned and additional LDy, studies initiated. '

Subsequently, single dose LDy, data were obtained on groups of male
Sprague Dawley derived rats, weighing 110 to 140 grams and 410 to 510
grams, each, using a constant concentration (50%) dosing regimen, as
employed in the initial study. Data also were obtained using a constant
volume (10 ml/kg) reglmen with rats weighing 115 to 150 grams each and
435 to 480 grams each.

Evaluatjon of these additional LD, experiments, showed that sodium
nitrate toxicity increased with increasing weight of the rats. As a result
of this new information, dosage of 1.6 g/kg, 0.8 g/kg, and 30 mg/kg were
established for both single and multiple treated groups. Toxicity data
for sodium nitrate is summarized in Table 1. The vehicle for this experi-
ment was water,.

Host-Mediated Assay

Table 2 presents a summary of the host-mediated assay results for
Sodium nitrate (71-7). Table 3 contains the data obtained on each indi-
vidual mouse. This table is a computer printout of the calculations made
on the data obtained for each mouse. Because of the nature of the com~
puter, it is necessary to exceed its maximum number of significant figures
to obtain a value as an exponent, For this reason, 12 significant figures
are printed out. However, only three significant figures are used for
calculations and reporting the results as summarized in Table 2. Table L
summarizes the data obtained in the in vitro tests.

As can be seen from the results summarized in Table 2, no mutagenic
response was observed for the two Salmonella typhimurium strains tested
when mice were treated with the test compound, There was a slightly
higher mutation frequency for the test compound groups in the subacute
test with TA=-1530 than in the negative control group. It should be
pointed out, however, that the negative control group has a lower muta-
tion frequency than is normally observed, whereas the treatment groups
have a mutation freauency in the range usually observed for the negative
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controls (e.g., 5 X 10~® to 1 X 10-9). The mitotic recombination fre-
quency of Saccharomyces cerevisiae was not affected. Similarly, no posi-
tive mutagenic response was detected in the in vitro tests.

Cytogenetic Assay

Review of Table 5 indicates that no adverse effect on rat bone
marrow chromosomes at any tested dose level or time period may be at-
tributed to Compound T1-7 (sodium nitrate). The very low value for the
positive control may be attributed to the fact that the dose was reduced
from 0.5 mg/kg administered in previous tests to 0.4 mg/kg in an effort
to increase the number of cells available for scoring. Furthermore, TEM
treatment, for 6 hours only, results in highly variable percentages of
aberrant cells.

Table 6, however, indicates that sodium nitrate causes almost a
two-fold increase in the number of aberrant anaphases seen in in vitro
tests of WI-38 cells. This is primarily due to an increase in the number
of acentric fragments observed, indicating an increased percentage of
single breaks in the chromosomes, An increase in the number of cells
scored as "other" also contributes to the higher percentage of aberrant
cells observed. Cells were scored as other when the two sets of chromo-
somes were broken up into numerous small clusters with no particular
polar orientation. Compound T1-7 thus appears to have a definite adverse
effect on anaphase cells obtained from WI-38 cells in culture.

Dominant Lethal Gene Test

Throughout this experiment the biological criteria used to evaluate
mutagenic effects in the rat showed no consistent responses which could
be attributed to treatment. There were occasional statistical differences
between control and sodium nitrate-dosed groups, but these were random
occurrences without any suggestion of a time or dose~response effect.

Table 7 presents summary data of the implantations per pregnant female,
Table 8 summarizes dead "implants per pregnant female, Table 9 summarizes
dead implants per total implants, Table 10 summarizes corpora lutea per
pregnant female, and Table 11 summarizes pre-implantation loss per pregnant
female,

Appendix A contains the statistical analysis procedures for dominant
lethal gene tests with a description and explanation of the computer
printouts.

Appendix B contains the computer printouts for the raw data and
statistical analyses.
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Careful review and statistical evaluation of the data do not show
sodium nitrate to be a mutagen in the rat by the dominant lethal gene test,

W. A, Maxwell, ’Ph.D., Manager
Microbiology Program

\J/_ f@’ , %Q}W{;é(,

G. W. Newell, Ph.D., Director
Department of Toxicology
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ORAL TOXICITY - RAT

Table 1
Compound: Sodium Nitrate
FDA No: 71-7
95% Confidence
Dosage Weight Range LDsq Limits
Preparation (grams) (g/kg) (g/kg)
Constant Concentration 110-140 6.1 5.2 to 7.1
(50%)
Constant Volume 115-150 5.1 4.3 to 6.0
(10 ml/kg) ‘
Constant Concentration 210-225 5.2 4.0 to 6,7
(50%)
Constant Volume 435-480 4.0 3.4 to 4.7
(10 ml/kg)
Constant Concentration 410-510 4,0 3.1 to 5.2

(50%)




m Table 2 -
&
HOST MEDIATED ASSAY
SUMMARY OF DATA
Compound No. 71-7 (Sodium nitrate)
A. Acute
Organism B
Salmonella Saccharomyces
Treatment GL6 TA 1530 D-3
MFt/ MFt/ RFt/

MF MFc MF MFc RF ’ RFe
Max imum 1.57 X 108 o0.59 7.64 x 10 | 1.58 1.27 x 10~* | 1.84
Intermediate 5,71 X 1078 2,14 7.47 x 1078 1.54 1.09 X 10™% 1.58
Low Level 1.65 X 1078  0.62 9.93 x 10~® | 2.05 9.71 X 10=5 | 1.1
Control (+) 2.31 X 1079 86.52 1.11 X 1078 | 22,89 9.94 x 10~% | 14.38
Control (-) 2.67 X 1078 1,00 4.85 x 1078 1.00 6.91 X 10~ | 1.00
B. Subacute

Organism
Salmonella Saccharomycces
Treatment GLo TA 1550 D=5
MFt/ MFt/ RFt/

MF MFc MF MFc RF RFc
Max imum 7.13 X 10~-8| 1.21 4,09 x 108 | 8,18 8.72 x 10°% | 0.62
Intermediate 5.57 X 10=%( 0.09 6.49 x 10~° | 12.98 1.06 x 10-* | 0.75
Low Level 3.2k x 10°°| 0.06 | 2.28 x 10°® | L.56 1.3 x 1007 | 1.01
Control (-) 5.90 x 108 1.00 5.00 X 10=° | 1.00 1.41 x 100% | 1.00




Compound No, :

Table 3

71-7 (Sodium nitrate)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Organism: G-46
Treatment: (+) CONTROL
A. Acute
Ave, No, Mutant _
Mouse Colonlies or Recom-~ Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 «134000000000ex 04 «538333333330ex 09 +248916408670ex~05
2 +154500000000ex 04 .863333333330ex 09 .178957528958ex~-05
3 »712500000000ex 03 «543333333330ex 09 .131134969325ex~05
4 «321666666666ex 03 «933333333330ex 08 +344642857143ex-05
5 .117250000000ex 04 .676666666665ex 09 .173275862069ex-05
6 «127500000000ex Q4 .708333333330ex 09 .180000000000ex-05
7 «166000000000ex 04 «385000000000ex 09 .431168831168ex-05
8 «775000000000ex 03 «483333333333ex 09 .160344827586ex~05
«231055160612ex-05
B, Subacute
Ave, No, Mutant

Mouse Colonies or Recom-

No,

binants/ml

Ave. No. Colony
Forming Units/ml

Mutation or Recom~
bination Frequency




. Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-7 (Sodium nitrate)
Organism: G-46

Treatment: (=) CONTROL

A. Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom~-
No. binants/ml Forming Units/ml bination Frequency

1 .833333333330ex 01 .620000000000ex 09 «134408602150ex~07

2 .416666666666ex 01 .306666666666ex 09 «135869565217ex=07

3 «171428571428ex 02 «203333333333ex 09 +843091334893ex~07

4 .666666666665ex 01 .703333333330ex 09 +947867298580ex-08

5 »158333333333ex 02 «123666666666ex 10 +128032345013ex-07

¢267237715424ex~-07

B, Subacute

Ave., No, Mutant

Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml , Forming Units/ml bination Frequency

1 .150000000000ex 02 « 365000000000ex 09 .410958904109ex~07

2 .216666666666ex 02 . 320000000000ex 09 .677083333331ex-07

3 + 200000000000ex 02 .463333333333ex 09 +43165467625%ex~07

4 «225000000000ex 02 .120666666666ex 10 .186464088398ex~07

5 «100000000000ex 02 .311666666666ex 09 «320855614973ex~-07

6 «250000000000ex 02~ .263333333333ex 09 ' .949367088608ex~07

7 .183333333333ex 02 «260000000000ex 09 .705128205126ex-07

8 «591666666665ex 02 +570000000000ex 09 .103801169590ex-06

«589940450833ex~07




2 Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No., : 71-7 (sodium nitrate)
Organism: G-46

Treatment: MAXIMUM

A. Acute

Ave, No, Mutant .
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
1 «583333333330ex 01 «583333333330ex 09 «100000000000ex-07
2 +141666666666ex 02 «104833333333ex 10 «135135135134ex-07
3 «833333333330ex 01 .428333333333ex 09 «194552529182ex-07
4 . 600000000000ex 01 «276666666666ex 09 «216867469880ex-~-07
5 +416666666666ex 01 «631666666665ex 09 +659630606860ex-08
6 «333333333333ex 01 +786666666665ex 09 .423728813559%ex-08
7 «100000000000ex 01 »465000000000ex 09 «215053763440ex~-08
8 «416666666666ex 01 «776666666665ex 09 +536480686695ex-08
9 «250000000000ex O1 «106000000000ex 10 +235849056603ex~08
0 «833333333330ex 00 .116666666666ex 03 «714285714286ex-07

=

«156791514119ex-07

B, Subacute

Ave. No, Mutant

Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

1 .166666666666ex 01 «216666666666ex 09 «769230769230ex-08

2 +250000000000ex Ol «743333333330ex 09 «336322869956ex~-08

3 «166666666666ex 01 »960000000000ex 09 «173611111110ex-03

4 «166666666666ex 01 «850000000000ex 09 «196078431371ex~08

5 «833333333330ex 00 .308333333333ex 09 «270270270269ex-08

6 «166666666666ex 01 «218333333333ex 10 «763358778624ex-09

7 «833333333330ex 01 «500000000000ex 09 .166666666666ex=-07

8 «133333333333ex 02 .890000000000ex 09 .149812734082ex-07

«623330417157ex~-08




Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-7 (Sodium nitrate)
Organism: G =46
Treatment: INTERMEDIATE
A, Acute .
Ave, No. Mutant
Mouse Colonies or Recom- Ave, No., Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 «166666666666ex 01 +175000000000ex 09 +952380952377ex-08
2 «125000000000ex 02 «533333333330ex 08 «234375000001ex-06
3 «166666666666ex 02 +«102666666666ex 10 «162337662338ex~07
4 «583333333330ex 01 +268333333333ex 09 ¢217391304346ex-07
5 «500000000000ex 01 +228333333333ex 09 «218978102190ex-07
6 «100000000000ex 02 «600000000000ex 08 «166666666666ex~06
7 «666666666665ex 01 «221666666666ex 09 «300751879699%ex~07
8 «833333333330ex 01 «307000000000ex 10 027144408251 7ex-08
9 «150000000000ex 02 «140000000000ex 10 «107142857142ex-07
«571044552871ex=07
B. Subacute
Ave. No. Mutant

Mouse Colonies or Recom-

No,

binants/ml °

Ave, No. Colony
Forming Unit§/m1

Mutation or Recom-
bination Frequency

SNV WN

«166666666666ex 01
«250000000000ex 01
+250000000000ex 01
«250000000000ex 01
«166666666666ex 01
.416666666666ex 01
+ 250000000000ex 01

+216666666666ex
+920000000000ex
+995000000000ex
.988333333330ex
«123333333333ex
+105500000000ex
»410000000000ex

09
09
09
09
09
10
09

+769230769230ex~08
«271739130434ex-08
«251256281407ex-08
«252951096122ex~08
«135135135134ex~07

' +394944707740ex~-08

«609756097560ex~08

«557318490545ex-08
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Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No, : 71-7 (Sodium nitrate) -
Organism: G-46
Treatment : LOw
A. Acute
Ave, No. Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 ¢333333333333ex 01 «500000000000ex 08 +666666666666ex-07
2 +333333333333ex 01 . 785000000000ex 09 «424628450105ex~08
3 «833333333330ex 01 «993333333330ex 09 «838926174496ex-08
4 +250000000000ex 01 «768333333330ex 09 32537960954 5ex-08
5 +191666666666ex 02 «125833333333ex 10 «152317880794ex-07
6 «583333333330ex 01 +808333333330ex 09 «721649484534ex~08
7 «750000000000ex 01 .463333333333ex 09 161870503597 ex-07
8 «108333333333ex 02 +151666666666ex 10 «714285714286ex-08
9 »108333333333ex 02 .101666666666ex 10 «106557377049ex-07
0 +216666666666ex 02 +826666666665ex 09 «262096774193ex~07
«165199614556ex~07
B. Subacute
Ave, No. Mutant
Mouse Colonies or Recom- Ave., No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
- +166666666666ex 01 +548333333330ex 09 +303951367781ex-08
» 250000000000ex 01 .431666666666ex 09 «579150579151ex~-08
»833333333330ex 00 .636666666665ex 09 »130890052355ex-08
+166666666666ex 01 «546666666665ex 09 +304878048780ex~08
+833333333330ex 00 «843333333330ex 09 .988142292490ex-09
+166666666666ex 01 +526666666665ex 09 +316455696202ex-08
+166666666666ex 01 «361666666666ex 09 .460829493086ex-08
« 250000000000ex 01 .108500000000ex 10 +230414746543ex-08
« 500000000000ex 01 «101500000000ex 10 +492610837438ex-08

«324221672283ex~-08




Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. :

71-7 (Sodium nitrate)

Organism: TA-1530
Treatment: (+) CONTROL
A. Acute
Ave, No. Mutant .
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom~
No. binants/ml FormingﬁUnits/ml bination Frequency
1 «223333333333ex 03 . 395000000000ex 09 +565400843881ex~-06
2 » 260000000000ex 03 .421666666666ex 09 .616600790514ex~06
3 '+ 932500000000ex 03 «548333333330ex 09 «170060790274ex~05
4 +865000000000ex 03 .126500000000ex 10 «683794466403ex~06

5 «137500000000ex 04
6 .124166666666ex 03
7 . 530000000000ex 03
8 . 302000000000ex 03
9 « 780000000000ex 03
10 «22250000000Cex 03

B. Subacute

v Ave. No, Mutant
Mouse Colonies or Recom-
No. binants/ml

.713333333330ex 09
.663333333330ex 09
«386666666666ex 09
.300000000000ex 09
+698333333330ex 09
.118333333333ex 09

Ave., No. Colony

Forming Units/ml

«192757009346ex-05
«187185929648ex-06
.137068965517ex-05
.100666666666ex~-05
«111694510740ex-05
.188028169014ex-05

.110557431460ex-05

Mutation or Recom~
bination Frequency




Compound No., :

e

Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-7 (Sodium nitrate)

Organism: TA-1530
Treatment : (-) CONTROL
A, Acute

Mouse Colonies or Recom-

No.

Ave, No. Mutant

binants/ml

Ave., No. Colony

FormiggﬁUnits/ml

Mutation or Recom-
bination Frequency

XNV WN

B.

Mouse Colonies or Recom-

No,

«833333333330ex 01
«291666666666ex 02
«258333333333ex 02
.416666666666ex 01
«225000000000ex 02
«258333333333ex 02
+191666666666ex 02
.608333333330ex 02

Subacute

Ave. No. Mutant

«393333333330ex 09
«333333333333ex 09
+436666666666ex 09
«516666666665ex 09
«668333333330ex 09
«525000000000ex 09
+386666666666ex 09
. 700000000000ex 09

Ave. No. Colony

Forming Units/ml

+140449438202ex~07
+874999999998ex~-07
+391603053435ex~-07
+806451612904ex~08
+336658354116ex-07
+492063492062ex-07
+495689655171ex~07
+869047619042ex~07

+485144596662ex~07

Mutation or Recom-
bination Frequency

W NN EWN

binants/ml

.833333333330ex 00
«833333333330ex 00
.166666666666ex 01
.416666666666ex 01
+250000000000ex 01
.416666666666ex 01
+100000000000ex 01
«250000000000ex 01

+375000000000ex 09
«333333333333ex 08
+119666666666ex 10
+208333333333ex 10
«153333333333ex 10
+139666666666ex 10
+465000000000ex 09
+950000000000ex 09

«222222222221ex~-08
«249999999999%ex~07
«139275766016ex~-08
+200000000000ex~08
+163043478261ex-08
+298329355609ex~08
«215053763440ex~08
+263157894736ex-08

«500135310031ex~-08




Compound No, :

m

Table 3 (contihued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-7 (Sodium nitrate)

Organism: TA-1530
Treatment : (-) CONTROL
A, Acute

Ave, No, Mutant

Mouse Colonies or Recom-

No.

binants/ml

Ave, No, Colony

Forming Units/ml

Mutation or Recom-
bination Frequency

O NAWNDWN

B,

Mouse Colonies or Recom-

No.

«833333333330ex 01
+291666666666ex 02
+258333333333ex 02
+416666666666ex 01
«225000000000ex 02
+258333333333ex 02
«191666666666ex 02
«608333333330ex 02

Subacute

Ave. No, Mutant

binants/ml

«593333333330ex 09
«333333333333ex 09
+436666666666ex 09
+516666666665ex 09
«668333333330ex 09
«525000000000ex 09
«386666666666ex 09
« 700000000000ex 09

Ave., No. Colony

Forming Units/ml

+140449438202ex-07
+874999999998ex~07
+591603053435ex~-07
+806451612904ex-08
«336658354116ex~07
+492063492062ex~-07
+495689655171ex~07
+869047619042ex~07

«485144596662ex~07

Mutation or Recom-
bination Frequency

00 ~NON N B W N

.833333333330ex 00
.833333333330ex 00
.166666666666ex 01
.416666666666ex 01
.250000000000ex 01
.416666666666ex 01
»100000000000ex 01
.250000000000ex 01

«375000000000ex 09
«333333333333ex 08
«1196666656666ex 10
+208333333333ex 10
«153333333333ex 10
«139666666666ex 10
+465000000000ex 09
« 950000000000ex 09

6222222222221 ex~08
+249999999999ex~07
+139275766016ex~-08
+200000000000ex~08
«163043478261ex~08
«298329355609ex-08
«215053763440ex~08
+263157894736ex-08

«500135310031ex-08




Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-7 (Sodium nitrate)
Organism: TA-1530

Treatment: INTERMEDIATE

A. Acute

Ave, No, Mutant

Mouse Colonies or Recom- Ave, No. Colony ‘Mutation or Recom-
No. binants/ml FormingﬁUnits/ml bination Frequency

1 «633333333330ex 02 «751666666665ex 09 .842572062081ex-07

2 +«120000000000ex 02 .285000000000ex 09 .421052631578ex-07

3 «250000000000ex 02 .480000000000ex 09 »520833333333ex-07

4 .408333333333ex 02 .416666666666ex 09 .980000000000ex-07

5 .616666666665ex 02 .761666666665ex 09 .809628008752ex~07

6 .416666666666ex 02 «523333333330ex 09 «796178343952ex-07

7 «558333333330ex 02 +526666666665ex 09 .106012658227ex-06

8 +366666666666ex 02 .668333333330ex 09 +548628428929ex-07

«747377423858ex~07

B. Subacute

Ave, No, Mutant

Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml’ Forming Units/ml bination Frequency
+416666666666ex 02 «946666666665ex 09 .440140845070ex~07
+733333333330ex 02 .107333333333ex 10 .683229813663ex-07
.458333333333ex 02 .100000000000ex 10 +458333333333ex-07
«583333333330ex 01 . 800000000000ex 08 +729166666662ex~07
«275000000000ex 02 .886666666665ex 09 «310150375940ex-07
+183333333333ex 02 « 175000000000ex 09 .104761904761ex-06
«191666666666ex 02 +796666666665ex 09 «240585774058ex-07
«916666666665ex N1 «716666666665ex 08 +127906976744ex-06

DONAWNWN

«648536952970ex-07
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Table 3 (continued)

&

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-7 (Sodium nitrate)
Organism: TA-1530

Treatment: INTERMEDIATE

A. Acute

Ave, No. Mutant

Mouse Colonies or Recom- - Ave, No, Colony Mutation or Recom-
No. binants/ml Forming,Units/ml bination Frequency

1l «633333333330ex 02 «751666666665ex 09 .842572062081ex-07

2 »120000000000ex 02 . 285000000000ex 09 «421052631578ex-07

3 «250000000000ex 02 .480000000000ex 09 .520833333333ex-07

4 .408333333333ex 02 .416666666666ex 09 .980000000000ex-07

5 .016666666665ex 02 «761666666665ex 09 .809628008752ex=-07

6 «416666666666ex 02 «523333333330ex 09 «796178343952ex-07

7 »558333333330ex 02 +«526666666665ex 09 .106012658227ex-06

8 +366666666666ex 02 .668333333330ex 09 «548628428929ex~07

«747377423858ex~07

B. Subacute

Ave, No, Mutant

Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No, binants/mlz Forming Units/ml bination Frequency
2416666666666ex 02 - +946666666665ex 09 «440140845070ex-07
«733333333330ex 02 »107333333333ex 10 .683229813663ex-07
«458333333333ex 02 »100000000000ex 10 +458333333333ex-07
+583333333330ex 01 +800000000000ex 08 +729166666662ex-07
+ 275000000000ex 02 .886666666665ex 09 «310150375940ex-07
.183333333333ex 02 +175000000000ex 09 .104761904761ex-06
+191666666666ex 02 +796666666665ex 09 +240585774058ex~07
+916666666665ex N1 .716666666665ex 08 +127906976744ex~06

+648536952970ex-07




Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-7 (Sodium nitrate)
Organism: TA-1530

Treatment: Low

A. Acute

Ave, No, Mutant

Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

1 »450000000000ex 02 .110666666666ex 10 «406626506026ex=~07

2 «810000000000ex 02 . 785000000000ex 09 «103184713375ex~06

3 «191666666666ex 02 +263333333333ex 09 «727848101264ex-07

4 «533333333330ex 02 +268333333333ex 09 «198757763974ex-06

5 +516666666665ex 02 +245000000000ex 09 «210884353740ex-~06

6 «291666666666ex 02 «640000000000ex 09 «455729166665ex~07

7 « 525000000000ex 02 «748333333330ex 09 «701559020047ex~07

8 «366666666666ex 02 « 700000000000ex 09 «523809523808ex=07

+992980078583ex~07

B, Subacute

Ave. No., Mutant

Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Formingrvnits/ml bination Frequency

1 «133333333333ex 02 . 695000000000ex 09 «191846522781ex=-07

2 «125000000000ex 02 «553333333330ex 09 +225903614459ex~07

3 «916666666665ex 01 «743333333330ex 09 .123318385650ex~07

4 ,416666666666ex 01 »165000000000ex 09 «252525252524ex~-07

5 «583333333330ex 01 . 320000000000ex 09 .182291666665ex-~07

6 «258333333333ex 02 « 620000000000ex 09 .416666666666ex-07

7 +158333333333ex 02 « 780000000000ex 09 «202991452991ex-07

+227934794532ex-07




Compound No, :

Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-7 (Sodium nitrate)

Organism: D=1
Treatment: (+) CONTROL
A. Acute

Ave. No. Mutant

Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom=-
No. binants/ml Forming Units/ml bination Frequency
1 «305555555555ex 05 «716666666665ex 07 «426356589147ex-02
2 «215000000000ex 05 «465000000000ex 08 «462365591397ex-03
3 .800000000000ex 04 «211666666666ex 08 «377952755906ex-03
4 +125000000000ex 05 «107666666666ex 09 «116099071208ex-03
5 «427777777777ex 05 «352500000000ex 08 «121355397950ex~02
6 «275000000000ex 05 «410000000000ex 08 «670731707317ex-03
7 «206250000000ex 05 .608333333330ex 08 +339041095892ex-03
8 «170000000000ex 05 «335000000000ex 08 +507462686567ex-03

B, Subacute

Ave, No., Mutant

Mouse Colonies or Recom-

No.

binants/ml

Ave. No, Colony

Forming Units/ml

- 4993846597402ex-~03

Mutation or Recom=-
bination Frequency




~

Table 3 (continued)

&

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-7 (Sodium nitrate)
Organism: D-3

Treatment : (=) CONTROL

A. Acute

Mouse Colonies or Recom-

No.

Ave. No., Mutant

binants/ml

Ave., No. Colony
Forming,Units/ml

Mutation or Recom-
bination Frequency

SNO B s WwWN e

+»300000000000ex 04
«200000000000ex 04
«150000000000ex 04
« 350000000000ex 04
«100000000000ex 04
+150000000000ex 04
«100000000000ex 04

«303333333333ex 08
.138333333333ex 08
+288333333333ex 08
+366666666666ex 08
« 366666666666ex 08
«350000000000ex 08
+445000000000ex 08

+989010989012ex-04
«144578313253ex~-03
+520231213873ex~-04
+954545454547 ex~04
0272727272727ex-04
«428571428571ex-04
«224719101123ex-04

+690798370337ex~04

B. Subacute

Mouse

P
o

Ave. No, Mutant
Colonies or Recom=-
binants/ml

Ave. No., Colony
Forming Units/ml

Mutation or Recom-
bination Frequency

VONRAN™WN

«300000000000ex 04
«150000000000ex 04
+350000000000ex 04
»200000000000ex 04
«800000000000ex 04
«550000000000ex 04
«600000000000ex 04
«150000000000ex 04
« 600000000000ex 04

" +240000000000ex 08

+421666666666ex 08
+331666666666ex 08
«153333333333ex 08
+293333333333ex 08
.450000000000ex 08
.488333333333ex 08
+930000000000ex 07
+311666666666ex 08

«125000000000ex-03
+355731225297ex-04
«105527638191ex~03
«130434782608ex-03
«272727272727ex-03
«122222222222ex-03
«122866894198ex~03
+161290322580ex~03
«192513368984ex-03

«140906180447ex-03




Ave, No. Colony
Forming Units/ml

Mutation or Recdm-
bination Frequency

«475000000000ex 08
«548333333330ex 08
«210000000000ex 08
«166666666666ex 08
«370000000000ex 08
«210000000000ex 08
+321666666666ex 08
«285000000000ex 08

o
&
Table 3 (continued)
HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA
Compound No. : 71-7
Organism: D-3
Treatment: MAXTMUM
A, Acute
Ave. No. Mutant
Mouse Colonies or Recom=~
No. binants/ml
1 «550000000000ex 04
2 « 500000000000ex 04
3 +300000000000ex 04
4 «200000000000ex 04
5 «300000000000ex 04
6 «350000000000ex 04
7 «450000000000ex 04
8 «450000000000ex 04
" B. Subacute

e

Ave. No. Mutant

Mouse Colonles or Recom-

Ave. No. Colony

«115789473684ex~03
«911854103349ex-04
«142857142857ex-03
«120000000000ex~03
«810810810810ex~04
+166666666666ex~03
«139896373057ex~03
«157894736842ex-03

«126921360565ex~03

Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
1 +300000000000ex 04 .440000000000ex 08 .681818181818ex-04
2 «150000000000ex 04 +433333333333ex 08 +346153846154ex-04
3 «350000000000ex 04 »530000000000ex 08 «660377358490ex-04
& . 300000000000ex 04 .485000000000ex 08 '+618556701030ex-04
5 «450000000000ex 04 «578333333330ex 08 +778097982713ex~-04
6 « 600000000000ex 04 .350000000000ex 08 «171428571428ex-03
7 «150000000000ex 04 .340000000000ex 08 .441176470588ex-04
8 «600000000000ex 04 »855000000000ex 08 «701754385964ex~04
9 « 200000000000ex 04 »153333333333ex 08 .130434782608ex-03
0 «150000000000ex 04 08 .147058823529ex-03

»102000000000ex

«871715670239ex~04




No. binants/ml Forming Units/ml bination Frequency
1 «400000000000ex 04 . 466666666666ex 08 .857142857144ex~-04
2 « 500000000000ex 03 .433333333333ex 07 «115384615384ex-03
3 «350000000000ex 04 . 705000000000ex 08 .496453900709ex~04
4 »250000000000ex 04 +.176666666666ex 08 +141509433962ex-03
5 «350000000000ex 04 .143333333333ex 08 +244186046512ex-03
6 100000000000ex 04 +236666666666ex 08 +422535211268ex-04
7 +350000000000ex 04 +351666666666ex 08 +995260663508ex~04
8 «300000000000ex 04 +321666666666ex 08 «932642487048ex=-04
9 .450000000000ex 04 +361666666666ex 08 +124423963133ex-03

10 »250000000000ex 04 +256666666666ex 08 +974025974028ex~04
»109331016835ex~03
B. Subacute
Ave, No. Mutant

Compound No. :

~

k)

Table 3 (continued)

HOST MEDIATED ASSAY

71~7 (Sodium nitrate)

Organism: D-3
Treatment: INTERMEDIATE
A. Acute

Ave. No. Mutant

Mouse Colonles or Reconm-

INDIVIDUAL MOUSE DATA

Ave, No, Colony

Mutation or Recom-

Mouse Colonies or Recom~-

Ave, No, Colony

Mutation or Recom-

No. binants/ml‘ Forming Units/ml bination Frequency
1 +450000000000ex 04 .156666666666ex 08 +287234042554ex-03
2 «300000000000ex 04 .460000000000ex 08 +652173913043ex-04
3 «250000000000ex 04 .201666666666ex 08 +123966942149ex~03
. b .100000000000ex 04 .146666666666ex 08 .681818181821ex-04
5 «150000000000ex 04 +183333333333ex 08 .818181818183ex-04
6 «100000000000ex 04 .295000000000ex 08 « 33898305084 7ex~04
7 «300000000000ex 04 «383333333333ex 08 «782608695652ex-04
8 » 200000000000ex 04 .161666666666ex 08 .123711340206ex-03
9 .450000000000ex 04 . 340000000000ex 08 .132352941176ex-03
10 + 200000000000ex 04 «323333333333ex 08 .618556701031ex-04

+105649750214ex~03




Table 3 (concluded)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No, :

71-7 (Sodium nitrate)

Organism: =3
Treatment: LOW
A, Acute

Ave, No. Mutant
Mouse Colonies or Recom-
No. binants/ml

Ave, No. Colony

Forming Units/ml

Mutation or Recom-
bination Frequency

« 500000000000ex 04
.300000000000ex 04
«750000000000ex 04
«150000000000ex 04
«150000000000ex 04
«200000000000ex 04
.100000000000ex 04
«300000000000ex 04

NI WN

B. Subacute

Ave, No., Mutant
Mouse Colonies or Recom=-
No. binants/ml

.438333333333ex 08
+341666666666ex 08
+368333333330ex 08
.193333333333ex 08
. 850000000000ex 07
+245000000000ex 08
»390000000000ex 08
+368333333333ex 08

Ave. No. Colony

Forming Units/ml

«114068441064ex~03
+878048780489ex-04
+131964809384ex-03
« 77586206896 6ex~-04
«176470588235ex~03
«816326530612ex~04
«256410256410ex-04
+814479638009ex~04

+970770707661ex-04

Mutation or Recom-
bination Frequency

+450000000000ex 04
«250000000000ex 04
«650000000000ex 04
+300000000000ex 04
«550000000000ex 04
»500000000000ex 04
«700000000000ex 04
+250000000000ex 04
«250000000000ex 04

VOO W N

+506666666665ex 08
«340000000000ex 08
+636666666665ex 08
+508333333330ex 08
«265000000000ex 08
«155000000000ex 08
«301666666666ex 08
+316666666666ex 08
«203333333333ex 08

.888157894739%ex-04
+ 735294117647 ex~04
«102094240837ex-03
«590163934430ex~04
«207547169811ex-03
«322580645161ex-03
+232044198895ex-03
«789473684212ex-04
«122950819672ex~-03

+143058448607ex-03




Table 4

HOST-MEDIATED ASSAY
IN VITRO MUTAGENICITY OF COMPOUND T1-7 (Sodium Nitrate)

Salmonella typhimurium G-46

5% w/v T1=7 EMS
negative positive

Salmonella typhimurium TA=-1530

Eﬁ w/v T1=7 EMS
negative ' positive

Saccharomyces cerevisiae D-3

Recombinants/ 10
Compound Concentration Survival (%) Survivors RFt/RFc
T1-7 5% w/v 128 7.42 1.90
Control (=)
for T1-7 - 100 3.90 1.00
EMS 0.1% w/v 86 298.79 Th.50
Control (-)

for EMS - 100 3.89 1.00




METAPHASE SUMMARY SHEET BY TIME OF SACRIFICE

Table 5

CYTOGENETIC ASSAY

Sodium Nitrate (71-7)

Cells . N
with More
Mitotic Cells with than one
- Index No. of No. of Cells with- Rearrange- Type of Cells with
Dosage Time (%) Animals Cells Breaks (%) ments (%) Aber. (%) Aber., (%)

TEM (0.4 mg/kg) 6 1.15 5 250 5.6 0 0 5.6
Negative Control 6 1.95 3 150 2.7 0. 0 2.7
30 mg/kg ° 6 1.40 5 250 1.2 0 ] 1.2
800 mg/kg 6 1.10 5 250 0.8 0 0 0.8
1600 mg/kg 6 0.95 5 250 3.6 0 o 3.6
Negative Control 24 1.55 3 150 2.0 0 0 2.0
30 mg/kg 24 1.80 5 250 1.2 0 0 1.2
800 mg/kg 24 1.55 5 250 0 0 0 0

1600 mg/kg 24 2.05 5 247 0 0 0 0

Negative Control 48 1.50 3 150 0.7 0 0 0.7
30 mg/kg 48 2.25 5 250 o 0 0 0

800 mg/kg 48 1.80 5 250 0.8 0 o 0.8
1600 mg/kg 48 1.80 5 250 2.0 0 o 2.0
Negative Control SA** 1.65 3 150 1.3 0 0 1.3
30 mg/kg SA 1.70 5 250 1.2 0 0 1.2
800 mg/kg sA 0.75 5 250 0.4 ] 0 0.4
1600 mg/kg SA 1.85 5 250 o ] 0 0

* Time of sacrifice after treatment (hours).

** SA = Subacute.



Table 6

CYTOGENETIC ASSAY
ANAPHASE SUMMARY SHEET
Sodium Nitrate (71-7)

) Cells

Cells with with More Cells

Acentric Cells with Multipolar - Other than One with

" No. of Fragments Bridges Cells {Abnormal) Type Aber, Aber,

Dosage Time Cells ) (9 (9 (A (9 ()
Negative Control 24 263 6.1 2.3 0 2.3 1.9 8.7
10 pg/ml 24 183 12,6 2.2 1.1 4.4 4.4 14.8
100 pg/ml 24 140 12,1 2.9 0.7 2.9 2.9 15.0
1000 ug/ml 24 220 8.6 0.5 0.5 7.3 2.7 14,1
TEM (0.05 ug/ml) 24 121 19.8 5.0 0 5.8 2.5 28.1

*
Time of harvest after treatment (hours).
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DOMINANT LETHAL GENE-RAT

Table 7

AVERAGE IMPLANTATIONS PER PREGNANT FEMALE

Compound: Sodium Nitrate
FDA No: 71-7
Week of Control TEM 71-7 71-7 71-7
Study (10 mi/kg) (0.2 mg/ke) (30 mg/kg) (0.8 g/kg) (1.6 g/kg)
Acute-Single Dose

1

2

181/15=12.1
226/20=11,3

245/20=12,3

258/20=12.9

223/19=11,7
237/20=11.9
225/20-=11.3

240/20=12,0

Subacute-Multiple Dose

1

2

241/20=12.1
136/20= 6,8%%
167/20= 8, 43#%*
131/20= 6,6%%
187/19= 9,8%
229/20=11.5

250/20=12.5

230/19=12.1

204/16=1£;8
216/19=11.4
238/20=11.9
256/20=12,8
209/19=11.0
241/20=12,1
231/20=11.6

221/20-=11.1

162/16=10,1
232/20=11.6
206/16=12.9
234/20=11,7
239/20=12.0

242/20=12.1

227/20=11.4

214/16=13.4
166/13=12.8
216/18=12.0
220/17=12,9
194/16=12.1
191/16=11.9
191/16=11.9

187/17=11.0

243/20=12,2
240/20=12.0
223/19=11.7
234/19=12,3
212/20=10.6
229/19=12,1

216/19=11.4

140/12=11.7
189/lé= 9.9
245/20=12.3
198/16=12,4
232/20=11.6
188/17=11.1
228/20<=11.4

220/20=11,0

255/20=12.8
229/20=11,5
205/19=10.8
220/19=11,6
242/20=12,1
237/20=11.9

225/20=11.3

L]

"~ Significant at P < 0.05
*#* Significant at P < 0.01
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DOMINANT LETHAL GENE-RAT
Table 9
DEAD IMPLANTS/TOTAL IMPLANTS
Compound: Sodium Nitrate
FDA No: 71-7

Week of Contr61 TEM 71- 7 - 71-7 71-7

Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (0.8 g/kg) (1.6 g/kg)
Acute-Single Dose

1 9/181=0.05 95/241=0,39%*% 6/204=0,03 9/214=0.,04 6/140=0.04

2 15/226=0.07 196/136=0,78%% 13/216=0,06 8/166=0,05 15/189=0.08

3 19/225=0,08 147/167=0,88%% 18/238=0.08 10/216=0.05 15/245:0.06

4 21/258=0,08 108/131=0.82%% 5/256=0.02%D 12/220=0.05 8/198=0,04

5 9/223=0,04 41/187=0,22%%  4/209=0,02 16/194=0.08 10/232:6.04

6 13/237=0.05 12/229=0.05 10/241=0.04 7/191=0,04 7/188=0,04

7 25/225=0,11 11/250=0,04 7/231=0.03%D 19/191=0.10 15/228=0,07

8 12/240=0.05 14/230=0,06 8/221=0,04 12/187=0.06 21/220=0.,10
Subacute-Multiple Dose

1 17/162=0,10 15/243=0.06 21/255=0.08

2 27/232=0.12 11/240=0.05 17/229=0,07

3 10/206=0.05 16/223=0.07 11/205=0,05

4 17/234=0.07 8/234=0,03 16/220=0.07

5 18/239=0.08 11/212=0,05 11/242=0,05

6 10/242=0,04 20/229=0,09 29/237=0,12

7 13/227=0,06 11/216=0.05 10/225=0,04*D

* significant at P < 0.05
¥t Significant at P < 0.01
D Decrease below control
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DOMINANT LETHAL GENE-RAT
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Table 9

DEAD IMPLANTS/TOTAL IMPLANTS

Compound: Sodium Nitrate
FDA No: 71-7
Week of Control TEM 71~ 7 71- 7 71- 7
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (0.8 g/kg) (1.6 g/kg)
Acute-Single Dosé
1 9/181=0.05 95/241=0.39%*% 6/204=0.03 9/214=0.04 6/140=0.04
2 15/226=0,07 196/136=0,78%*% 13/216=0,06 8/166=0.05 15/189=0.08
3 19/225=0,08 147/167=0.88%% 18/238=0,08 10/216=0.05 15/245=0.06
4 21/258:0.08 108/131=0.82%%  5/256=0,02%D 12/220=0,05 8/198=0,04
5 9/223=0.04 41/187=0,22%%  4/209=0,02 16/194=0,08 10/232:6.04
6 13/237=0.05 12/229=0.05 10/241=0.04 7/191=0.04 7/188=0,04
7 25/225=0.11 11/250=0.04 7/231=0,03%D 19/191=0.10 15/228=0,07
8 12/240=0,05 14/230=0.06 8/221=0.04 12/187=0.06 21/220=0.10
Subacute-Multiple Dose
1 17/162=0,10 15/243=0.06 21/255=0.08
2 27/232=0.12 11/240=0,05 17/229=0,07
3 ' 10/206=0.,05 16/223=0.07 11/205=0.05
4 17/234=0.07 8/234=0.03 16/220=0,07
S 18/239=0,08 11/212=0,05 11/242=0.05
6 10/242=0,04 20/229=0,09 29/237=0.12
7 13/227=0.06 11/216=0,05 10/225=0,04*D

* S:ignificant at P < 0.05
¢ significant at P < 0.01
D <Decrease below control




DOMINANT LETHAL GENE-RAT

Table 11

AVERAGE PREIMPLANTATION LOSS PER PREGNANT FEMALE

Compound: Sodium Nitrate
FDA No: 71-7
Week of Control TEM 71-7 71-7 71-7
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (0.8 g/kg) (1.6 g/kg)
Acute-Single Dose |
1 27/15=1.80 29/20=1.45 19/16=1.19 4/16=0.25 14/12=1,17
2 36/20=1.80 102/20=5.10%%  29/19=1,53 6/13=0.46 52/19=2.74
3 27/20=1.35 93/20=4.65%*%  36/20=1,80 32/18=1.78 36/20=1.80
4 21/20=1.05 137/20=6.85%% 21/20=1.05 14/17=0,82 14/16=0.88
5 25/19=1.32 42/19=2.21 25/19=1.32 14/16=0.88 20/20=1.00
6 21/20=1.05 16/20=0.80 12/20=0.60 23/16=1.44 25/17=1.47
7 33/20=1.65 19/20=0,95 26/20=1.30 26/16=1.63 38/20=1.90
8 19/20=0.,95 32/19=1.68 27/20=1.35 18/17=1.06 20/20=1.00
Subacute-Multiple Dose
1 56/16=3.50 19/20=0.95 33/20=1.65
2 33/20=1.65 25/20=1.25 51/20=2.55
3 10/16=0.63 27/19=1.42 47/19=2.47
4 8/20=0,40 8/19=0.42 40/19=2.11
S . 17/20=0.85 39/20=1.95 20/20=1.00
6 20/20=1.00 32/19=1,.68 18/20=0.90
7 33/20=1.65 20/19=1.05 34/20=1.70

*

* Significant at P < 0.05
¥t Significant at P < 0.01
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DOMINANT LETHAL GENE-RAT

Table 10

AVERAGE CORPORA LUTEA PER PREGNANT FEMALE

Compound: Sodium Nitrate
FDA No: 71-7
Week of Control TEM 71-7 71-7 71-7
Study (10 ml/kg) (0.2 mg/keg) (30 mg/kg) (0.8 g/kg) (1.6 g/kg)
Acute-Single Dose

1

2

208/15=13.9
262/20=13.1

272/20=13.6

279/20=14,0

248/19=13.1
258/20=12.9
258/20=12.9

259/20=13.0

Subacute-Multiple Dose

1

2

270/20=13.5

238/20=11.9%

260/20=13.0
268/20=13.4
229/19=12,1
245/20=12,3
269/20=13.5

262/19=13.8

.

223/16=13.9
245/19=12.9
274/20=13.7
277/20=13.9
234/19=12.3
253/20=12,7
257/20=12.9

248/20=12.4

218/16=13,6
265/20=13.3

216/16=13.5

242/20=12,1%

256/20=12.8
262/20=13.1

260/20=13.0

218/16=13.6
172/13=13.2
248/18=13.8
234/17=13.8
208/16=13.0
214/16=13.4
217/16=13.6

205/17=12.1

262/20=13.1
265/20=13.3

250/19=13.2

242/19=12,7%

251/20=12.6
261/19=13.7

236/19=12.4

154/¥2=12.8*
241/19=12.7
281/20=14.1
212/16:{3.3
252/20=12,6

213/17=12.5

266/20=13.3

240/20=12.0

288/20=14,4
280/20=14.0
252/19=13.3
260/19=13.7
262/20=13.1
255/20=12,8

259/20=13.0

* Significant at P < 0.05
#t gignificant at P < 0.01
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Statistical Analysis Procedures for Dominant Lethal
Gene Tests With a Description and Explanation of the
Computer Printouts




Statistical Analysis Procedures for Dominant Lethal Gene Tests With

A Descriptlion and Explanation of the Computer Printouts

The first stage of the analysis of the dominant lethal tests of the
mutagenic studies on chemicals is the preparation of punched cards from
work sheets, Each sheet contains autopsy data for the female rats that
were mated, two per male, to 10 males of the same dosage group in one
particular week, There are 9 dosage groups for some of the chemical
additives studied, and 8 groups for the others, The 9 groups consist of
5 1-dose groups and 4 5-dose (multiple teatment) groups. The l-dose
groups are for the vehicle control, 3 additive dosage levels, and a positive
control (TEM),., Each rat in these groups is mated weekly for 8 weeks. The
S5-dose groups are for the vehicle control and the 3 additive dosage levels.
The rats in these groups are mated weekly for 7 weeks, (There is a deck
of 1360 cards for each compound.)

The second stage is the execution of a computer program, KLUTE,
which performs the following operations (where each statistical calculation
is done once for each week's data):

1. The data cards are read and stored in central memory while a
check is made to verify that the number of corpora lutea is greater than
or equal to the number of implants. If any data fail this check, the run
is aborted and the data are returned for review. The entire set of input
data is printed out, .

2. The fertility index (the number of pregnant females divided by
the number of mated females) is calculated.

3. The chi-square test is done to compare each dosage level to the

control on fertility. Let:

N no. of mated females at dose level i,

i

"

no, of pregnant females at dose level i,




~ ~
Then the chi-square - x 2 tables are of the form:
E Y

L]

and chi-squared (with 1 degree of freedom) is:

2
(N0+Ni)(lno(Ni—ni)—ni(No-no)|-(N°+Ni)/2)

('Y

X = (corrected for
(n +n )(N -n +N_-n_) (N )(N,) continuity)
o i o o i i o i

where the subscript o represents the control group.*

For each dosage group (includigg the control group and TEM), the following

is printed out: the number of pregnant females (N PRG), the number of mated
2 . .

females (N MTD), the fertility index and X ,

4, Armitage's test for a linear trend in proportions is applied to the
fertility index, The formula for this calculation is found on pages 246-248
of "Statistical Calculations" by Snedecor and Cochran, 6th Edition, Iowa
State University Press, 1967, Using the notation of (3) above, we have

a 2 x 3 contingency table of the form:

dose 1 dose 2 dose 3 row totals
t
™ ) 3
- N -n - -
N1 n1 2 "y N3 n3 T=-t
Column N °N N T
Totals 1 2 3
. ” s L} 2 2
Armitage's chi-square’ is given as X(C—l)- Xl, where C=3 and
2 2
2
o T(TZnx - tINx) . 2R - % )
xl = 5 5 ’ X c-1 = ’
t(T-t) (TENx - (2Nx) ©)  (E°D) t(T-t)

*In all tests, the single-dose treatment groups are comparcd with the single-
dose control group and the multiple-dose trcatment groups compared with the
multiple-dose control group.




3 2 3 2
n
where Tnx stands for I n.x , & T for z i , etc., and the x are
i N . - i
i=1 i=1 Ni

the dosage levels.

This calculation is then repeated with x replaced by log x. The Armitage
test is also applied to the following 2 x 4 contingency table:

Control dose 1 dose 2 dose 3
§ 7]

"o N %2 i3

No—no Nl--n1 Nz-n2 N3—n3
S 4

In this case, C=4.

The printout for the Armitage tests includes the degrees of freedom, the

number pregnant (N PRG) and the number mated (N MTD) for each of the 3 or 4
groups included in the tests, plus X?C-l)’ Xf and their difference
(labeled ARMTG CHISQ).

5. The t-test is applied to determine significant differences between

the average number of implantations per pregnant female at a dose level,

and the average for the control. Let

n:,l = no, of pregnant females at dose level i,

uij = total no. of fmplantations for pregnant female j of dose 1i.
Then, n
- 1
u = — ¥y u
i
i ni j=1 J
lii
2
= u -u )
Sy = EB 0y




m - ~~

The T-statistic for dose i has no + ni—2 degrees of freedom, and is equal to:

1

- 4+
n

n + n -2 o
(o] 1

=R

\ 1/2
y

The t-test printout gives, for each group: the number pregnant (N PRG),
the mean and standard deviation of the number of implantations. The
absolute value of T and the degrees of freedom (DF) are given for each

treatment group and for TEM, .

6. A regression fit of the average number of implantations,ﬁi, is

made Ior both the arithmetic and logarithmic dose(;(i and log Xi>to see
which is better.

These two fits include the data from the three treatment groups only.
A third regression using the Xi as independent variables includes data

from the three treatment groups and the control groun.

The regressions are computed as follows:

Let N = the number of observations, i.e., the total number of pregnant

females in the groups used in the regression,

Xi= the value of the independent variable (dose or log dose)
for the i-th female.
Ui= the value of the dependent variahle (number of implantations)

for the i-th female.




Then,
- ]_ N
XBAR = X = N i§1x1
SD X = standard deviation of the xi
1/2
1
= 1 SS ’
N
where SSx = 'Z (Xi -X)
i=1
1 N
UBAR =y = = 2 U,
N . i
i=1
SD U = standard deviation of the Ui
1/2
1l
=57 SSU ,
-
N
where SSU = .Z (Uiil) ,
i=1
N
and SXU = i§1 (xi—x)(ui- u).

From these quantities, we compute:

B = estimate of ‘the slope of the regression line
= S
xu/ssx’
A = estimate of the intercept of the regression line

U - BX,

5




Also, o N

a

VARU.X

variance of U about the regression line

-(s. VP
S8, (qu /88y
N-2

and from this is computed,

- . -«“:\}ﬁ -

VARB = variance of the estimate, B

VARU.X

SSx

VARA = variance of the estimate, A

1 X
= VARU.X N + EE;

VARUBAR = variance of U,

_ VARU.X
- N

and
CV U.X = coefficient of variation of U about X

(vARU.X) Y2

i

And finally we have:

TB = the t-statistic for testing the hypothesis that the regression

slope is zero
B

DF = number of degrees of freedom for TB

= N- 2




7. The preimpfantation loss, yij is calculated for each pregnant
female, j, as thc number of corpora lutea, vij’ minus the number of
implantations, uij' Then the Freeman-Tukey transformation is applied

to yij as follows:

The t-test is then applied to the f's. Let

- 1
£ = ;11— S f.
T
. ni
2 - .2
s; = T (£, T,
j=1 ij i

where ni, and no are defined above (step 3).

-3,
Then ti = .
2 2 1/2
S+
o Si 1 1
——+_—_
n n

n_+ n -2 _
o i o i

The printout gives, for each group. the number of pregnant females
(N PRG), the mean and standard deviation of the fi,'s. For each treatment
group and for TEM, the absolute value of ti (T),ang its degrees of freedom
(DF) are given,

8. The number of dead implants, z , for each female, j, is the sum

13

of the early and late deaths. The Freeman-Tukey transformation and the

subsequent t-test is applied to the dead implants for pregnant females

by repeating step 7 above with zii substituted for yii'




9, The number of pregnant females with one or more dead implants, mi,
is calculated. In *he printout, the m, are referred to as N WDI (i.e.,
"number with dead implants'),

10. The chi-square test and Armitage's test for a linear trend is
calculated for the proportion of pregnant females with one or more

dead implants,

by repeating steps 3 and 4, above, with m, substituted for n and n,
substituted for Ni'
In the printout, the ratio,pi, is called the "death index", in

analogy with the fertility index.,

11. The ratios, pi, computed above, undergo a prnbit analysis
to determine whether the probit of this proportion is linearly related
to the log dose. Computer subroutine PROBT, from the IBM System/360
Scientific Subroutine Package Version III, is used to compute A and B

2
and the X statistic for the regression equation,

P, = A + B*log x.
i i
where Pi is derived by the program from
P_-5
i

///f Nx(O,l)dx =P

-0

(Nx(o,l) is the normal‘curve, with a mean of 0 and a standard deviation

of 1),

12, The number of dead impiants, zij, and the number of total
implants, u, , are calculated for each pregnant female, j. The Freeman-Tukey
1)
transformation and subsequent t-test is applied to this data by

repeating step 7, above, as follows:




ij - uij+l Yu J+1
"y
- 1
fl = w = fi
i j=1 J
n
2 i -2
S, = % (£ =~1f)
i j=1 ij i
fo - fl
ti = 2 1/2
o

13. Five one-way analyses of variance are performed on the control

groups’ data., The five variables analyzed are:

a, Number of pregnant females,

b. Number of implantations per pregnant female,

c. The pre-implantation loss (as defined in Step 7) per pregnant
+ female,

d. The number of dead implants per pregnant female,

e. The ratio of dead implants to the totail implants per pregnant

female,

In view of the fact that none of the variables on which the one-way
analysis of variance have been performed is even approximately normal in
distribution, the probability levels associated with these analyses of
variances are necessarily approximate.

A Kj equals 1 if female j assigned to male k became
pregnant; otherwise Rkj equals zero. For cases b. through e, the tabulaﬁion

For case a., R

is limited to data for pregnant females; i.e., Rkj equals the value of the
specified variable for female j assigned to male k if the female was pregnant;
data for non-pregnant females are excluded.

Fof case a,, Lk equals the number of females assigned to male k.
For cases b, through e., Lk equals the number of females assigned Lo

male k that became pregnant.,




~ N\

For each of these variables the ANOVA calculations are as follows:

M is the number of males

L
- 1 k
R o= 1 T R
koL 51 W
. M
- 1
R = = Z R
M Tk

Then, the sum-of-squares-within-males = SUMSQw

L
¥ zk R - &)
= = - >
k=1 J=1 kJ k
the degrees-of-freedom-within-males = DFw
M
= I (L, -1),
k=1 k
SuMSQ_
and the mean-square-within-males = MEANSQw = —5F
w
: M _ _ 2
Similarly, the sum-of-squares-between-males = SUMSQB = X Lk (Rk— R) ,
. =1

the degrees-ofdfreedom—between—males = DFB = M-1,

S
UMSQB

D
FB

and the mean-square-between-males = MEANSQB =
. MEANSQB
Finally, the F-ratio is F = ﬁiKEE@; .
In the printout, these quantities are labeled wifhout the subscripts,
but the "within" and "between" quantities are identified by the page heading.
Also, the total-sum-of-squares = SUMSQw + SUMSQB

and its degrees-of-freedom
M
): I‘ -l,
k: | k

iare printoed,

10




-
14, The t-test is applied to determine significant differences
_between the average number of corpora lutea per pregnant female at a

dose level, and the average for the control. Let

ni = no., of pregnant females at dose level 1i.

C1J = total no. of corpora lutea for pregnant female j of
dose i.
Then, n
i
c, = % £ ¢,
i Jj=1 J
n1
2 2
Si = X (Cij-ci)
3=1

The T-statistic for dose i has n + n1—2 degrees of freedom, and is

equal to:
Co- Ci
ti = )
1/2
So + Si 11
n +n-2 \n n.
o o i

The t-test printout gives, for each group: the number pregnant
(N PRG), the mean and standard deviation of the number of corpora

lutea. The absolute value of T and the degrees of freedom (DF)

are given for each tréatment group and for TEM.

11
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Raw Data and Statistical Analyses
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0 0
0 0
0 0
0 0
0 0
0 1
0 0
0 0
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1 1
0 0
0 0
0 0
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0 0
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DOMINANT LETHAL GENE STOY OF COMPOINY 7).7

fest?

MATERIAL WEEK S/M

T1=-7
T1=7
T71=7
T1e?
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
Tie?
Tle=7
71=7
T1=7
T1=7
Tl=7
Tl=7
Ti=7

Pt s Gt b Pt Pt Gt et P Jud Gt Gud b (b Yo Gut Gud Gud Prd P

ZXZXXZIXXXIXZTXIZXZXTXXXXZI

DOSE

1.6000
1.6000
1.6000
1,6000
1.6000
1,6000
1,6000
1.6000
146000
1.6000
1.6000
146000
1.6000
1,6000
1,6000
1.6000
1,6000
146000
1,6000
1.6000

MALE FEMALE

NO.

31
31
32
32
33
33
34
34
35
35
36
36
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37
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40
40

NO,
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DOMINANT LETHAL GENE STUDY OF COMPOUND 717

TEST

MATERIAL WEEK S/M

CNTRLY
CNTRLY
CNTRLY
CNTRLT
CNTRLT
CNTRLY
CNTRLY
CNTRLTY
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLT
CNTRLTY
CNTRLY
CNTRLY

T1=7
71=7
T1=7
Tl=7
T1=7
T1-7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
Tl=7
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O LLLLLLBNVLLLLOVLVLLBY LLLLLLOLLLOLLVLLLLLLOLLWY

DOSE

0.,0000
0,0000
0.,0000
0,0000
0,0000
0.,0000
0,0000
0.0000
0,0000
0,0000
0,0000
0,0000
0,0000
0.,0000
0.,0000
0.0000
0.0000
0,0000
0,0000
0.,0000

+0300
«0300
«0300
0300
«0300
+0300
«0300
2+ 0300
«0300
+0300
« 0300
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«0300
«0300
+0300
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«0300
«0300
« 0300
«0300

MALE FEMALE
NO, .

NO.
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DOMINANT LETHAL GENE STUDY OF COMPOUND TleT?

TEST
MATERIAL WEEK S/M DOSE
Ti=?7 2 S «8000
T=7 2 ] +8000
T1=7 2 S «8000
T1=7 2 S «8000
T1=7 e ] «8000
T1=7 2 S 8000
T1=7 2 S «8000
Tl=7 2 S «8000
T1=7 e S «8000
T1=7 2 S «8000,
717 2 S «8000
T1=7 2 S «8000
T1-7 *2 S «8000
T1=7 2 S «8000
T1=7 2 S «8000
T1=7 2 S «8000
T1=7 2 5 «8000
Tle? 2 S «8000
T1=7 2 S «8000
T1-7 2 S «8000
T1=7 2 S 1.6000
71=7 2 S 16000
Ti=7 2 S 1,6000
T1=7 2 S 1.,6000
Ti=7 e S 1.6000
T1=7 2 S 1.6000
71=17 e S 1,6000
T1=7 2 S 1.6000
T1=7 e S 1.6000
T1=7 2 S 1.6000
T71=7 2 S l.6000
717 2 S 1.6000
Tle7 e S 1.6000
Tl=7 2 S 1.6000
T1=7 4 S 1.6000
Ti=7 e S 1.6000
T1=7 2 S 1.6000
T1=7 e S 1,6000
T71=7 2 S 1.6000
T1e7 2 S 1,6000

31
31
e
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33
33
34
34
35
3s
36
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7
k)4
3s
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39
40
40
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NO,

61
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63
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100

PREG.

CLALLALLCLZTLCLLALLCCC LA (LA ZCZAACZAZZZ < Z € <

L

4
7
0
9
4
=0
=0
=0
7

[ ]
-]

[} [} [ ]
=P OUNSENUONENNNNWOEROCR ~NrrPOvNONNY

9
6
=0
4
9
=0
=0
-0
4

¢
o

] § o
cOoCOND~

WORRWNIDONVNDUNOCODWIOPIWUN ~Bd~

—

SODIUM NITRATE

IMPLANTS DEATHS

EARLY
L R
0 0
0 0
-() L)
0 0
0 0
=0 =0
-0 =0
-0 =0
0 0
-0 =0
0 0
0 0
0 0
=0 =0
0 0
=0 =0
0 0

HOOOHOOOOOCOOOOOoOONWO (- - -]

"'OOOOOOOOOOOOOOOOO—GO (- - ¥

COHMONOOOOOOOOOCOOOO0 O ooco

LATE
DEATHS
L R
0 0
0 0
0 =0
0 0
0 0
K 1] -()
=0 «0
=0 =0
2 0
=0 =0
1 0
1 2
0 0
=0 <~0
0 1
=0 =0
0 0

O O00O0OONOOOO0DOOOOOO O - X-N-1

PAGE

CORPORA
LUTEA

L

7
7
-0
9
[ Y
-0
-0
=0
7

1
o

4 g 1
Ve NNV ONDONDORNG O~ ~NesrOoOONONNWM

9
6
-0
&
9
0
-0
=0
Py
-0
8
10
12
=0

4
oo

COVRENVNOSRVOVUVMNOWVOWND, N

-

7



DOMINANT LETHAL GENE STUDY OF COMPOUND 71e7

TEST |
MATERIAL WEEK S/M DOSE
TEM? 2 s .0002
TEM? 2 S 40002
TEM? 2 s L0002
TEM? 2 s ,0002
TEM? 2 S ,0002
TEM? 2 s L0002
TEM? 2 s 0002
TEMY 2 S ,0002
TEM? 2 S 0002
TEM? 2 S ,.0002
TEM? 2 S 0002
TEM? 2 s L0002
TEM? 2 S 0002
TEM? 2 S L0002
TEM? 2 S L0002
TEM? 2 s L0002
TEM? 2 s .0002
TEM? 2 s L0002
TEM? 2 s ,0002
TEM? 2 s . L0002
CNTALT 2 M 0,0000
CNTRLY 2 M 0,0000
CNTRL? 2 M 0,0000
CNTRLY 2 M 0,0000
CNTRLY 2 M 0,0000
CNTRL? 2 M 0,0000
CNTARLY 2 M 0,0000
CNTALT 2 M 0,0000
CNTALY 2 M 0,0000
CNTRLY 2 M 0.0000
CNTRLT 2 M 0,0000
CNTRLY 2 M 0,0000
CNTRLT 2 M 0,0000
CNTALT 2 M 0,0000
CNTRLT 2 M 0,0000
CNTRL? 2 M 0,0000
CNTRLY 2 M 0,0000
CNTALT 2 M 0,0000
CNTRLT 2 M 0.0000
CNTRLT 2 M 0,0000
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1eT?

TEST

MATERIAL WEEK S/M DOSE
T1=7 4 M «0300
Tl=7 2 M «0300
T1=7 2 M «0300
Ti=7 2 M «0300
T1=7 2 M 0300
T1=7 2 M «0300
T1=7 2 M +0300
Tle7 2 M «0300
Ta=7 2 M +0300
T1=7 2 M 00300
Tle? 2 M +0300°
T1=7 2 M «0300
Ti=7 2 M «0300
T1=7 2 ] «0300
Tl=7 2 M «0300
T1=7 2 M «0300
T1=7 2 M «0300
Ti=7 2 M +0300
T1=-7 2 M «0300
T1=7 2 M «0300
T1=7 2 M +8000
Tl=7 2 M «8000
Tle7 2 M «8000
T1=7 2 M +8000
Ti=7 2 M «8000
Tle? 2 M «8000
Ti=7 2 M «8000
Tl=7 2 L] «8000
T1=7 ‘2 M +8000
T1=7 2 M «8000
T1=7 2 M «8000
Tl=7 2 M «8000
Ti1=7 4 M «8000
Tl=7 2 M +8000
71=7 2 M «8000
Tl=7 2 M «8000
T1=7 e M 8600
T1=7 2 M «8000
T1=7 2 M +8000
Tie=T7 2 M «8000
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1e7

TEST

MATERIAL WEEK S/M

T1=7
T1=7
T1=7
T1=7
Tie?
T1=7
Tle?
T1=7
T1=7
T1=?
Ti-?
Tle7
Ti=7
T1=7
71=7
T1=7
71=7
T1=17
T1=7
T1=7

NANNNNNNNNNNNRNNNN NN N

IR R RS E S S EESEEEE BT I

DOSE

16000
1.6000
1,6000
1,6000
1.6000
146000
1,6000
1,6000
1,6000
1.6000
1.6000
1.6000
1.6000
1.6000
1.6000
1.6000
1.6000
1.6000
1,6000

1,6000
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NO.
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3l
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k¥
33
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DOMINANT LETHAL GENE STuDY OF COMPOUND 71-7 SOOIUM NITRATE PAGE 11
EARLY LATE CORPORA

TESY MALE FEMALE IMPLANTS DEATHS OEATHS LUTEA
MATERIAL WEEK S/M DOSE NO, NO. PREG. L R L R L R L R
CNTRLY 3 S 0.0000 1 1 Y 7 3 0 0 1 0 8 3
CNTRLY 3 S 0.0000 1 2 Y 0 11 0 0 0 0 3 1
CNTRLY 3 S 0,0000 [ 3 Y 7 7 1 1 0 0 7 7
CNTRLY 3 S 0.0000 2 4 Y 8 6 1 0 0 0 8 6
CNTRLY 3 S 0.0000 3 5 Y 7 7 0 0 1 0 7 9
CNTRLY 3 S 0.,0000 3 6 Y 4 8 0 0 1 2 5 9
CNTRLT 3 ] 0.0000 4 7 Y 6 8 0 0 0 0 6 9
CNTRLT? 3 S 0,0000 4 8 Y ] 8 0 0 0 1 S 10
CNTRLY 3 S 0,0000 S 9 Y 4 8 0 0 0 0 5 8
CNTRLY 3 S 0.0000 5 10 Y 7 S 0 7 0 0 7.5
CNTRLY 3 S 0,0000 6, 11 Y 2 9 0 0 0 0 2 11
CNTRLY 3 S 0.0000 6 12 Y 8 7 0 0 0 0 8 7
CNTRLY? 3 S 0.,0000 7 13 Y S 7 0 0 0 2 ] 8
CNTRLY 3 =S 0.0000 7 14 Y 8 3 0 0 0 1 9 4
CNTRL? 3 S 0,0000 8 15 Y 6 5 0 0 1 0 (] 5
CNTRLY 3 S 040000 8 16 Y 3 7 1 0 0 1 4 9
CNTRLY 3 S 0.0000 9 17 Y 8 6 0 1 0 0 8 6
CNTRL7 3 S 0.0000 9 18 Y 8 4 1 0 0 0 9 4
CNTRLY 3 S 0.,0000 10 19 Y 1 7 0 0 0 0 5 7
CNTRLY 3 S . 00,0000 10 20 \{ (-] 9 0 0 0 1 7 9
T1=7 3 8 0300 21 41 Y 3 8 0 0 0 0 3 9
T1=7 3 S «0300 21 42 Y ] 5 0 0 0 0 (] S
T71=7 3 S #0300 22 43 Y 6 3 0 0 1 0 6 7
T1=7 3 S «0300 22 44 Y 8 S 0 0 1 1 8 6
Tie7 3 S «0300 23 45 Y 9 4 1 0 1 0 9 6
T1=7 3 S «0300 23 46 Y 8 ) 0 0 0 0 9 6
Tl=7 3 S «0300 24 47 Y 6 5 0 0 0 0 9 5
T1=7 3 S 00300 24 48 Y 4 7 0 0 0 0 5 9
T1=7 3 S «0300 28 49 Y 6 7 0 0 0.0 6 7
71=7 3 S «0300 25 S0 Y -] 9 0 0 1 0 5 9
T1-7 3 S 20300 26 51 Y 4 1o 0 0 0 0 4 10
T1=7 3 S «0300 26 52 Y 0 ) 0 0 0 2 7T 1
T1=7 3 S «0300 27 53 Y 9 5 0 0 0 0 9 6
T1=7 3 S 0300 27 54 Y 3 8 0 0 0 0 3 8
T71=7 3 ] «0300 28 55 Y 4 6 0 0o- 0 1 7 ]
T1=7 3 S «0300 28 56 4 7 8 0 0 0 1 7 9
T1=7 3 S «0300 29 57 Y 5 (] 1 0 1 1 6 8
T1=7 3 S «0300 29 58 Y 3 8 1 0 0 0 3 8
T1-7 3 S «0300 30 59 Y 3 9 0 0 0 0 3 11
T1=7 3 S «0300 30 60 Y S 8 2 2 0 0 S 8



DOMINANT LETHAL GENE STUDY OF COMPOUND Tle7 SODIUM NITRATE
EARLY
TESY MALE FEMALE IMPLANTS DEATHS
MATERIAL WEEK S/M DOSE NO. NO, PREG, L R L R
T1=7 3 S «8000 31 61 Y 5 7 0 1
71=7 3 ] «8000 31 - 62 Y 7 7 0 0
Ti=~7 3 s +8000 32 63 Y 7 k] 0 0
Ti=7 3 S «8000 32 64 Y 8 3 0 0
T1=7 3 S «8000 33 65 Y 4 6 0 0
T1=7 3 S «8000 33 66 Y 6 8 0 2
T1=7 3 S +8000 36 67 Y 1 0 1 0
T1=7 3 S «8000 3¢ 68 N 0 =0 =0 =0
T1=~7 3 S «8000 35 69 Y 6 8 0 0
T1=7 3 S «8000 235 70 Y 2 10 0 0
T1=7 3 S +8000 36 71 Y -] 9 0 0
Ti=7 3 S «8000 36° 72 Y S 6 0 0
Tl=7 3 S +8000 37 73 Y 9 -] 0 0
T1=7 3 S «8000 37 T4 Y 7 6 0 0
T1-7 3 ] +«8000 38 75 N =0 <0 =0 =0
Tl=7 3 S «8000 38 76 Y 5 7 0 0
T1=7 3 S «8000 239 17 Y 8 5 0 0
T1=7 3 s «8000 39 78 Y 9 6 0 0
Tle=7 3 S +8000 40 79 Y 4 10 0 1
T1e7 3 S «8000 40 -80 Y S 7 0 1
Tl=7 3 S 1,6000 41 81 Y ) 4 1 0
Ti=7 3 S 1,6000 41 82 Y 6 8 0 1
T1=7 3 S 1,6000 42 83 Y S 10 0 3
Ti=7 3 S 1.6000 42 84 Y 6 7 0 0
71=7 3 S 1,6000 &3 85 Y 8 4 0 1
T1=7 3 S 1,6000 43 86 Y L4 1 0 0
T1=7 3 S 1,6000 o6 87 Y 7 7 0 0
T1=7 3 S 1.6000 44 .88 Y 9 5 0 0
T1=7 3 S 1.6000 45 89 Y ) 7 0 0
T1=7 3 S 1,6000 45 90 Y 4 9 0 0
Ti=7 3 S 1.6000 46 91 Y 7 6 0 0
T1=7 3 S 1.6000 46 92 Y 3 5 0 0
T1=7 3 S 1.,6000 47 93 Y -] -1 0 1
T1=7 3 S 1,.6000 47 94 Y 9 8 1 0
T1=7 3 S 1,6000 48 95 Y 9 6 3 0
T1=7 3 S 1.6000 48 96 Y 4 6 0 0
T1=7 3 S 1,6000 49 97 Y 4 6 0 0
71=7 3 S 1.,6000 49 98 Y 8 6 0o 0
Ti=7 3 S 1,6000 50 99 Y 3 7 0 0
T1=7 3 S 1.6000 S0 100 Y 8 3 1 0
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1=7

TEST

MATERIAL

TEM?
TEMY
TEM?
TEM?
TEM?
TEMY
TEM?
TEMY
TEM?
TEM?
TEMY
TEMY?
TEMT
TEM?
TEMT7
TEMY
TEM?
TEMY
TEM?
TEM?

CNTRLT
CNTRLY
CNTRLY?
CNTRLTY
CNTRLY
CNTRLY
CNTRL7
CNTRLT
CNTRL?
CNTRLY
CNTRL7
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRL?
CNTRLT
CNTRLT
CNTRLT
CNTRLTY

FTETXIIXIZTZTITIZTIIIXTIIITIT LLOVOLLLVLLOLLLLVLLLLLLBLVBOWV

WEEK S/M DOSE

«0002
«0002
20002
«0002
0002
«0002
«0002
0002
00002
«0002
«0002
0002
«0002
«0002
«0002
«0002
«0002
«0002
«0002
«0002

0,0000
0.0000

040000

0,0000
0.,0000
0.,0000
0,0000
0,0000
0.0000
0,0000
0.,0000
0.0000
0,0000
0.0000
0.0000
0,0000
0.,0000
0,0000
0.,0000
0.0000

11
11
12

12

13
13
14
14
15
15
16

.16

17
17
18
18
19
19
2o
20

COVODRNNTOTVUNE &WWNN - -

=t tuet

MALE FEMALE
NO.

NO.

21
a2
23
24
25
26
27
28
29
30
k)
32
33
34
35
36
7
a8
39
40

VB ~NOCVEIGWN -

PREG.

P R Y rrYrrrrrry.

€L L L€ LCLL L€ €< <€ << <<

L

CrEOWROUVONRNNIVNCESENDNO N ~NPWROOWSNWNMCOCINTOWN™ WS W

—
ONPFENNIWNN OV DO DOO N N~ W AENNCTDRPINSIPNIONNS W™

SODIUM NITRATE

EARLY

L

COO~O00O0O00O00O00OOOO ~NPOPRONNOCOI ~DENNWEW

IMPLANTS DEATHS

R

QOO O0O0O0O0COONOTOO0OOO~ODO PPrOVNNOCW~NIOWIRIPNNSGWW

LATE
DEATHS
L
0
0
0
0
0
0
0
0
0
0
0
0
5
0
0
0
0
0
0
0
1
0
0
0
1
1
0
0
0
0
0
0
0
0
1
0
0
0
0
0

OO0 O NOOOOMONODOOOO COO0O0OO0OO0OOCIOCOOWHFODOODDO0O n

PAGE 14

CORPORA
LUTEA

L

~NUNO®PCOCOCBINNNANRINI N NWD NOCONDONCOCOP WO +DLrTOWR

-
x

SCe~NEOCOrIOSIQIFTUVRO®O

-

ONOOOUVOGQ'—U!OGOQCONI—'U U~~~



OCOMINANT LETHAL GENE STUDY OF COMPOUND Tle? SCOIUM NITRATE PAGE 16
EARLY  LATE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA
MATERIAL WEEK S/M DOSE  NO, NO, PREG. L R L R L R L R
Ti=7 3 M «0300 11 21 Y L 8 0 0 0 0 5 10
T1=7 3 M «0300 11 22 N -0 =0 “0 =0 =0 =0 0 <0 .
T1e7 3 M «0300 12 23 Y S 8 ©o 0 o0 o 5 9
Ti=7? 3 M «0300 12 . 24 Y 9 6 0 0 2 1 9 6
71=7 3 ] «0300 13 25 \{ 8 & o 0 1 0 9 4
Ne-7 3 M «0300 13 26 Y 4 6 0 1 0 0 L] 6
T1=7 3 M 0300 14 27 N =0 =0 =0 «0 =0 =0 -0 =0
T1=7 3 M «0300 14 - 28 Y 9 6 0 0 0 0 9 6
T1e7 3 M «0300 15 29 Y 5 2 0 o0 2 o 6 &
Ti=7 3 M «0300 15 30 Y 4 8 0o 0 0 0 5 8
T1=7 3 M +0300 16 31 Y 6 6 6 0 o o 6 6
T1=7 3 M «0300 16 - 32 Y 4 9 0 0 0 1 4 9
T1=7 3. M «0300 17 33 Y T 6 o o0 o ] 7T 6
Tl=7 3, M +0300 17 34 Y S 8 0 0 0 0 -] 8
T1=7 3 M «0300 18 s Y ) 8 0 0 0 0 6 8
Tie7 3 M +0300 18 36 Y 10 6 0 0 0 0 10 6
Tl=7 3 M «0300 19 37 Y 8 6 0 0 0 0 8 6
T1=7 3 M «0300 19 k1] N =0 =0 ) 0 «0 =0 =) <0
T1=7 3 M «0300 20 39 Y 8 8 0 0 0 2 8 8
Ti=7 3 M «0300 20 40 N 0 «0 =0 =0 =0 <0 «0 <0
T1=7 3 M »8000 21 41 Y 7 5 0 0 1 0 8 5
Tl=7 3 M «8000 21 42 Y 6 6 0 0 0 0 6 8
T1=-7 3 M «8000 22 43 Y 6 3 0 1 0 0 7 7
T1=7 3 M «8000 22 44 N -0 =0 0 «0 =0 =0 =0 =0
T1=7 3 M «8000 23 45 Y [} 8 1 0 0 0 6 8
Tle7 3 M «8000 23 46 Y 9 4 0 0 1 1 9 4 -
T1=7 3 M «B8000 24 47 Y -] 8 1 0 0 0 8 8
717 3 M «8000 24 48 Y 4 9 o 0 0 0 4 9
Ti=7 3. M «8000 25 49 Y T 5 0 o 0 1 7T 5
Tle=? 3 M «8000 25 So Y 5 7 0 0 1 1 9 I4
T1=7 3 M «8000 25 s1 Y 7 S ¢ .0 0 0 7 6
T1=7 3 M «8000 24 52 Y S S 1 0 0 0 5 S
T1=7 3 M 8000 27 S3 Y 6 6 0 0 1 1 6 8
Tle7 3 M «8000 27 84 Y S 2 0 1 0 0 5 6
T1=7 3 M +8000 28 55 Y (] 7 0 0 0 0 6 7
T1=7 3. M «8000 28 S6 Y 8 4 0 0 0 0 8 4
71«7 3 M «8000 29 57 Y S 7 0 0 1 0 5 7
T1=7 3 M «8000 29 58 Y 7 S 0 0 0 0 8 5
T1=7 3 M «8000 230 s9 Y ] 6 0 1 0 0 7 7
Ti=7 3 M «8000 30 60 Y 0 8 0 0 0 1 5 8



"DOMINANT LETHAL GENE STUDY OF COMPOUND 717 SODIUM NITRATE PAGE 15
' EARLY LATE  CORPORA

TEST . MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA
MATERIAL WEEK S/M DOSE NO, NO, PREG . L R L R L R L R
T1=7 3 M 1.6000 31 61 Y 8 . 0 0 0 0 9 4
T1=7 3 M 1.6000 31 62 Y ) 9 0 0 0 0 S 9
Ti=7 3 M 1,6000 32 63 Y 3 9 0 0 0 0 3 9
T1=7 3 L 1.6000 32 64 Y S 8 0 0 0 0 5 9
Tle7 3 M 1,6000 233 65 Y 7 S 0 0 e 0 8 6
T1=7 3 M 1.6000 33 66 Y 5 7 0 1 0 0 5 9
Tle7 3 M 1.6000 34 67 \{ ? 6 0 0 0 0 L4 6
T1=? 3 M 1.6000 34 68 Y S 6 0 0 1 0 6 10
T1=7 "3 M 1.6060 35 69 Y 7 6 0 0 1 1 7 6
Tie? 3 M 1.6000 35 70 Y 1 7 0 0 0 1 5 12
Ti=7 3 M 1.6000 236 71 Y 10 3 0 0 0 0 10 3
Ti=7 3 M 1.6000 36 72 Y 6 8 0 0 0 0 6 8
717 3 M 1.6000 37 73 Y 5 7 0 0 0 0 5 -]
71=7 3 M 1.6000 37 T4 N =0 <0 0 =0 =0 =0 =0 =0
71=7 3 M 1,6000 38 75 Y 3 7 0 0 0 0 3 10
T1~7 3 M 1.6000 38 76 Y 1 0 1 0 0 0 2 6
T1=7 3 M 1,6000 39 Ir - Y 4 6 1 0 0 0 S 8
Ti-7 3 “ 1.6000 39 78 Y 4 ] 0 0 0 0 4 6
T1=7 3 M 1.6000 40 79 Y 4 7 0 0 0 0 5 8
T1=7 3 M 1.6000 40 80 Y 3 1 2 0 0 0 9 6




" DOMINANT LETHAL GENE STUOY OF COMPOUND T1=T

TEST

MATERIAL WEEK
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LUTEA
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1e7 SODIUM NITRATE
EARLY
TESY MALE FEMALE IMPLANTS DEATHS
MATERIAL WwEEK S/M DOSE NO, NO, PREG. L R L R
T71=-7 & S «8000 31 61 Y 8 7 0 0
Ti=7 4 S «8000 31 62 Y 4 9 0 0
T1=7 4 S «8000 232 63 Y 8 4 0 0
T1=7 4 S «8000 32 64 Y S 7 0 0
T1=7 4 S «8000 33 6S Y 6 7 0 0
T1=7 4 S «8000 33 66 N -0 =0 -0 =0
71=7 4 S «8000 34 67 N =0 =0 “0 =0
T1=7 L S «8000 34 68 N 0 =0 =0 =0
T1=7 4 S «8000 35 69 Y 3 1o 0 0
T1=7 4 S #8000 235 T0 Y 7 L) 1 0
71=7 4 S «8000. 36 71 Y 7 7 0 0
T1=7 4 S «8000 236 T2 Y 9 5 0 1
T1=7 4 S «8000 37 73 Y 10 7 0 0
T71=7 4 S «8000 37 74 Y S 8 0 0
T1=7 4 S «8000 238 75 Y 9 1 0 0
T1=7 4 S «8000 38 76 Y 7 s 0 0
T1=7 4 S «8000 39 77 Y 8 S 0 0
T1=7 4 S «8000 39 78 Y 5 7T 0 0
717 4 S 8000 40 79 Y S 7 0 0
71=7 4 S «8000 40 80 Y 7 S 0 0
T1=7 4 S 146000 41 8l Y 8 4 0 0
T1-7 4 S 1.6000 41 82 Y 8 S 0 0
=7 4 S 1.6000 42 83 N -0 =0 =0 =0
T1=17 4 S 1,6000 42 84 N =0. =0 -0 =0
T1=7 4 S 1.6000 43 8s Y 6 4 0 0
T1=7 ] S 1.6000 42 86 Y 6 6 0 0
T11=7 4 S 1.6000 4¢ 87 Y 7 4 0 0
T1=7 4 S 1,6000 &4 a8 Y 7 2 0 0
71=7 4 S 1.6000 45 89 Y 7 4 0 0
71=7 4 S 1,6000 45. 90 N =0 =0 «0 =0
T1=7 4 S 1.6000 46 91 \{ T .7 0 0
.Tl=7 4 S 1,6000 46 92 Y 7 8 0 0
T1=7 4 S 1,6000 47 93 Y 4 ) 0 0
T1=7 4 S 1.6000 47 94 Y 8 7 1 0
T1=7 4 S 1,6000 48 95 N =0 =0 =0 <=0
T1=7 4 S 1,6000 48 96 Y 7 a 0 0
T1=7 4 S 1,6000 49 97 Y 6 5 0 0
T1=7 4 S 1.6000 49 98 Y 6 7 0 0
Ti=? 4 S +¢6000 50 99 Y S 9 o 0
71=7 4 S 1.6000 50 100 Y 9 ] 0 0

LATE
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L R

1 0

0 0
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0 1
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LUTEA
L R
8 7
5 9
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5 7
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3 10
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7 5
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9 6
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-0 =0
7 4
6 7
7 4
7 2
7 4
0 =0
7 8
7 8
4 9
8 7
0 =0
7 8
8 5
8 7
S 10
9 5



s

DOMINANT LETHAL GENE STUDY OF COMPOUND T1-7 SODIUM NITRATE PAGE 18

' EARLY LATE CORPORA
TFESsT MALE FEMALE IMPLANTS DEATHS DOEATHS LUTEA

MATERIAL WwEEK S/M 0OSE NO. NO, PREG. L R L R L R L R
TEMT 4 S «0002 11 2l Y 5 2 0 0 3 2 10 8
TEMY 4 S «0002 11 22 Y e 1 4 1 0 0 8 3
TEM? 4 S <0002 12 23 Y 4 7 1 1 0 0 4 8
TEMY? 4 S5 «0002 12 24 Y 1 S 1 S 0 0 7 6
TEM? 4 S 0002 13 25 Y ] 2 0 0 ] 2 T 4
TEM? 4 S 0002 13 26 Y 4 -] 4 S 0 0 s 7
TEMY? 4 S «0V02 14 27 Y 4 4 4 4 o .0 4 7
TEMY 4 S 0002 14 28 Y . 4 3 4 o 0 5 "6
TEM? 4 S «0002 15 29 Y 4 3 0 2 2 1 7 5
TEMY 4 S 00002 15 30 Y 2 4 0 0 0 0 6 7
TEM7 4 S «0002 16 31 Y 3 3 3 3 0 0 7 9
TEMY? 4 S 0002 16 32 Y 2 4 e 4 0 0 7 )
TEM? 4 S «0002 17 33 Y 3 3 0 0 3 3 T 7
TEM? 4 ° S 00002 17 34 Y 3 4 0 0 3 4 5 8
TEMT L) S «0002 18 35 Y 1 4 1 4 0 0 S 9
TEM? 4 S +0002 18 36 Y 2 7 4 6 0 0 3 11
TEM? 4 S «0002 19 37 Y 6 S 0 0 3 3 6 5
TEM? 4 S «0002 19 38 Y 2 0 2 0 0 0 8 7
TEM? 4 S «0002 20 39 Y 1 0 0 0 1 0 9 12
TEM? 4 S «0002 20 40 Y 6 2 1 0 5 2 (] 7
CNTRLT 4 M 0.0000 1 1 Y S 8 0 0 0 0 5 8
CNTRLT 4 M 0.,0000 1 2 Y 4 8 0 0 0 1 4 8
CNTRLY 4 M 0,0000 2 3 Y 8 6 0 0 2 3 8 6
CNTRLY 4 M 0,0000 2 4 Y ] é 0 0 0 0 S 10
CNTRLY 4 M 0,0000 3 S Y 8 7 0 0 0 0 8 7
CNTRLY 4 M 0.0000 3 6 Y 4 T 0 0 0 0 L 9 T
CNTRLY? 4 M 0,0000 4 7 Y 8 9 0 0 0 0 8 9
CNTRLY 4 M 0,0000 4 8 Y 4 11 0 0 0 1 4 11
CNTRLT 4 M 0.0000 5 9 Y -] 7 0 0 1 0 5 7
CNTRLT" 4 M 0.0000 5 10 Y 6 7 0 0 1 3 (] 7
CNTRLY 4 M 0.0000 6 11 Y 2 7 1 1 0 2 6 10
CNTARLY 4 “ 0,0000 6 12 Y 5 8 0 0 0 0 5 8
CNTRLY 4 M 0,0000 7 13 Y S 9 0 0 1 1 5 9
CNTRLT 4 M 0.0000 14 14 Y 5 7 0 1 0 0 6 10
CNTRLY 4 M 0,0000 8 15 Y 8 6 0 0 0 0 8 6
CNTRLY 4 M 0.0000 8 16 Y 3 8 1 1 0 0 4 9
CNTRLY 4 M 0,0000 9 17 Y S 7 0 0 0 0 6 7
CNTRLY 4 M 0.0000 9 18 Y ] 4 0 0 0 0 5 6
CNTRLY? 4 M 0.0000 10 19 Y 6 1o 0 0 0 0 7T 1o
CNTRLY 4 M 0,0000 10 20 Y -] 8 0 0 0 0 5 8



" DOMINANT LETHAL GENE STUDY OF COMPOUND 71=7

TESTY
MATERIAL WEEK S/M DOSE
T1=7 4 M 0300
Tl=7 4 M «0300
T1=7 4 M 0300
Tl=7 4 M «0300
Tl=7 4 M «0300
T1=7 6 M «0300
71=7 4 M «0300
Tl=7 4 M «0300
T1=7 4 M «0300
T1=7 4 M «0300
T1=7 4 M 00300
T1=7 4 M «0300
T1=7 4 M «0300
T1=7 4 M + 0300
Tle7 4 M «0300
T1=7 4 M «0300
71=7 4 M «0300
T1«7 4 M +0300
T1=7 4 M «0300
71=7 4 M «0300
T1=7 4 M «8000
T1=7 4 M +«8000
T1=7 4 M +8000
=7 4 M 8090
T1=7 4 M «8000
71=7 4 M «8000
T1=7 4 M «8000
T1=7 4 M «8000
Ti=7 4 M «8000
Ti=T7 . 4 M «8000
T1-7 4 M «8000
Tl=7 4 M «8000
T1=7 4 M +8000
T1=7 4 M «8000
T1-7 4 M +8000
T1=7 4 M «8000
T1=7 4 M «8000
T1=7 4 M «8000
T1=7 4 M «8000
Tle7 4 M «8000
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1a?7 SODIUM NITRATE PAGE 20
EARLY LATE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA
MATERIAL WEEK S/M DOSE NO, NO, PREG. -k R L R L R L R
T1=7 4 M 1.,6000 31 61 Y 1 0 0 0 0 0 7 7
T71=7 4 M 1,6000 31 62 Y 3 9 0 0 0 0 k) 9
717 4 M 1.6000 32 63 Y 8 S e 0 0 0 8 6
T1=7 4 M 1,6000 32 64 Y 4 7 0 0 0 0 ] 7
T71=-7 4 M 1.6000 33 65 Y 8 6 0 0 0 0 9 6
Tie? 4 “ 1,6000 33 66 Y S 10 0 0 0 0 5 10
T1=7 4 M 1.6000 34 67 \{ 6 8 0 0 2 k 6 9
Tl=7 4 M 1.6000 34 68 Y 7 5 0 0 0 0 7 S
T1=7 4 M 1,6000 35 69 Y ] 3 0 0 0 0 6 3
T1=7 4 M 1.6000 235 70 Y 0 5 0 0 0 0 (] 9
T1=7 4 M 1,6000 - 36 71 Y 6 S 0 0 0 0 7 5
T1=7 4 M 1,6000 236 72 Y 7 S 0 1 0 0 7 5
71=7 4 M 1.6000 237 73 Y 10 3 0 0 0 0 10 3
T1=-7 4 M 1.6000 37 T4 Y ] 8 0 0 0 0 5 8
717 4 M 1,6000 238 75 Y -] 8 0 1 0 0 S 9
Ti=7 4 M 1,6000 38 76 N =0 =0 0 =0 <=0 <0 «0 -0
T1=7 4 M 1.6000 39 77 Y 12 2 0 0 ¢ 1 12 2
Tl=7 4 M 1.6000 39 78 Y -] 9 0 0 0. 1 s 9
71-7 4 M 1.6000 40 79 Y 7 S 0 0 1 0 7 S
T1=7 4 M 1,6000 40 80 Y 10 2 0 0 0 0 12 11



DOMINANT LETHAL GENE STUDY OF COMPOUND Tl=7 SUOIUM NITRATE PAGE 21
EARLY LATE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA
MATERIAL WEEK S/M DOSE  NO,. NOs PREG, Lt R L R L R L R
CNTARLY S S 0.0000 1 1 Y 5 23 o o0 o O 7T &
CNTRLT s $ 0.0000 1 2 Y 4 B 6 0 0 O 4 8
CNTRLY S S 0,0000 2 3 Y 4 8 6 0 0 o 4 8
CNTRLY? S $ 0.,0000 2 4 Y T 4 6 o0 o o0 12 8
CNTRLY 5 S 0.,0000 3 S Y 9 3 o o0 o o0 9 3
CNTRL?T S $ 0.0000 3 6 Y 3 n o o0 o 2 3 12
CNTRLT 5 S 0.0000 4 7 Y 6 4 o o0 1 o T 4
CNTRLY 5 S  0.0000 & 8 Y 5 s 0o 0 o0 o 5 5
CNTRLY 5 S 0.0000 S 9 Y 6 8 6 0 o0 o 7 13
CNTRLY 5 S 0,0000 5 10 Y S 7 1 0 1 o 5 7
CNTRLY 5 S 0.0000 6 11 Y 4 7 0 1 o0 0 4 7
CNTRLY 5 S 0.,0000 6 12 Y 7 6 0o 0 o0 o T 6
CNTRLY S S 0.0000 T 13 Y 5 S o o0 o 1 5§ 7
CNTRLY S S 0.0000 7 14 Y 6 6 o 0 o0 0 6 6
CNTRL? H S 0.,0000 8 15 Y 6 5 1 0 o0 0 6 7
CNTRLY 5 S 0.0000 8 16 Y S 8 1 0 o0 0 s 8
CNTALY 3 S 0.0000 9 17 Y 3 7 6 o0 o 0 3 7
CNTARLY 5 S 0.,0000 9 18 N 0 «0 «0 <0 =0 «0 =0 =0
CNTRLY s S 0,0000 10 19 Y 9 & 0 0 0 0 l0 &
CNTRL?Y S S 0.0000 10 20 Y T 8 o 0 0 o 7 8
T1=7 -1 S «0300 21 41 Y 5 6 1 o0 o0 o 5 6
T1=7 S s «0300 21 42 Y 2 11 0o 0 o0 o 2 11
T1e7 S 3 «0300 22 43 Y 2 3 0o 0 o0 0 9 6
T1=7 S S «0300 22 44 Y S & 0 0 0 0 5 6
T1=7 5 S 0300 23 45 Y T e 0o 0 o0 0 7 6
T1=7 S ] «0300 23 46 Y 8 & o o0 o 0 8 5 -
T1e7 5 S 20300 24 47 Y 3 1o 6o 0 o0 0o 3 1
717 s S «0300 24 48 N ) ®0 w0 =0 =0 =0 <0 =0
T1=7 S-S «0300 25 49 Y 9 1 1 o0 o0 o 9 1
T1=7 S S «0300 25 50 Y 4 8 0 0 o0 o 4 8
T1-7 s S 20300 26 51 Y 6 6 o 0 o0 O 6 7
T1=-7 S S +0300 26 52 Y 6 6 0o 0 o0 o 6 7
71-7 5 S 0300 27 53 Y 1 0 0o o0 o0 O 2 6
T1=~7 5 S «0300 27 54 Y 8 & 1 0 o0 o 8 4
T1=7 5 s <0300 28 55 Y 7 8 0 0 o o 7T 8
T1=7 S S «0300 28 56 Y 5 s 0 0 o0 o0 7 s
T1=7 S S 00300 29 57 Y T s 0 o0 o O T S5
T1-7 5 S «0300 29 58 Y 4 10 o 0 0 o 4 10
-7 5 S «0300 30 59 Y 6 6 1 0 o o0 6 6
T1=7 5 3 0300 30 60 Y 4 7 6o o0 o o 4 7



DOMINANT LETHAL GENE STUDY OF COMPOUND T1=7

TEST

MATERIAL WEEK S/M DOSE

71=7
71-7
71-7
T1-7
71-7
71-7
71-7
717
717
71-7
71-7
71-7
71-7
71-7
71-7
71-7
71-7
71-7
71-7
71-7

Tl=7
T1=7
T1=7
T1=7
T1=7
T1=7
Tl=7
Ti=7
T1=7
T1e?
T1=7
T1=7
T1=7
717
Ti=7
T71=7
Ti=7
Tie?
Tl=7
T1=7

VOOV AVRRRVARARROUOUR At aeuaunnauaoaag

VOLLLLLLLNOLNVLVLLLLLLVLLVLLYL LBLLLLLLILLVLLVLVBLVLLLLOLLY

+8000
«8000
«8000
+8000
28000
+8000
«8000
«8000
+8000
«8000
«8000
+8000
«8000
«8000
+8000
«8000
«8000
+8000
8000
8000

1.6000
1.6000
1,6000
1.,6000
1.6000
1.6000
1.6000
1,6000
1.6000
1.6000
1,6000
1.6000
1,6000
1,6000
1.6000

"~ 1.6000

1.6000
1.6000
1,6000
1,6000

31
N
32
32
33
33
34
34
35
35
36

36

37
ar
3s
38
39
39
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40

sl
41
42
42
43
43
.
.
45
45
s
46
.7
%4
48
+8
49
49
50
50

MALE FEMALE
NO,

NO,

61
62
63
64
65
66
67
68
69
T0
71
72
73
T4
75
76
17
78
79
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81
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a7
a8
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DOMINANT LETHAL GENE STUDY OF COMPOUND Tle? SODIUM NITRATE PAGE 23
EARLY LATE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS ODEATHS LUTEA
MATERIAL WEEK S/M DOSE NO, NO, PREG, L R L R L R L R
TEMY S S «0002 11 21 Y e 7 0 0 0 3 3 8
TEM? 5 S «0002 11 22 Y 4 . 1 1 0 3 4 4
TEMY? S S «0002 12 23 Y 3 8 0 0 0 0 3 9
TEM? S S «0002 12 24 Y e 3 e 3 0 0 9 10
TEM? S S «0002 13 2s Y -] -] 2 2 0 0 6 5
TEMY S S «0002 13 26 Y S 8 0 0 1 0 S 8
TEM? ) S «0002 14 27 Y 6 S 2 1 0 7 6 6
TEMT 5 S « 0002 14 28 N 0 =0 ) =0 o) «0 0 =0
TEMY S S «0002 15 29 Y 7 4 0 0 1 1 4 4
TEMT? 5 S «0002 15 30 Y 6 - 0 0 1 [} 6 5
TEM? S S 0002 .16 3] Y 3 6 1 3 0 0 4 7
TEMY S S «0002 16 32 Y é 8 0 2 0 0 6 8
TEMT 5 S 00002 17 33 Y 3 6 0 2 0 0 3 7
TEM? S S «0002 17 34 Y 5 8 0 0 0 1 S )
TEMT S S «0002 18 35 Y 6 0 1 0 0 0 6 S
TEMT S S «0002 18 36 Y 0 4 0 0 0 0 8 4
TEMY? 5 S «0002 19 37 Y 8 4 0 0 0 0 8 7
TEMT S S 2+ 0002 19 38 Y S S 0 0 1 2 5 6
TEMY 5 S «0002 20 39 Y 0 9 0 0 0 2 3 9
TEMY 5 S «0002 20 40 Y 3 8 1 0 0 0 3 9
CNTRL? 5 M 0.,0000 1 1 Y s 3 0 0 0 0 7 4
CNTRLY 5 ] 0,0000 1 2 Y 4 8 0 0 0 0 4 8
CNTRLY -] M 0.,0000 2 3 Y 4 8 0 0 0 0 4 8
CNTRLT S M 0,0000 2 4 Y 7 4 0 0 0 0 12 8
CNTRL7 S M 0,0000 3 5 Y 9 3 0 0 0 0 9 3
CNTRLY? 5 M 0.0000 3 6 Y 3 1 0 0 0 2 3 12
CNTRLT? 5 M 0.,0000 4 7 Y 6 4 0 0 1 0 7 4
CNTRL? 5 M 0.0000 ] 8 Y S S 0 0 0 0 5 S
CNTRLT L) M 040000 - 9 Y 6 8 0 0 0 0 7 13
CNTRLY 5 M 0,0000 5 10 Y 5 7 1 0 1 0 ) 7
CNTRLY S M 0.,0000 6 11 Y 4 7 0 1 0 0 4 7
CNTRLY S M 0,0000 6 12 Y 7 6 0 0 0 0 7 6
CNTRLY L M 0,0000 7 13 Y S 5 0 o 0 1 5 7
CNTRLY 5 M 0,0000 7 14 Y 6 6 0 0 0 0 6 6
CNTRL? S M 0,0000 8 15 Y 6 S 1 0 0 [ 6 7
CNTRL7 5 M 0.0000 8 16 Y s 8 1 0 0 0 5 8
CNTRLY -] M 040000 9 17 Y 3 7 0 0 0 0 3 7
CNTRL?Y S M 00000 9 18 N 0 =0 =0 «0 =0 =0 =0 «0
CNTRL? 5 M 0,0000 10 19 Y 9 4 0 0 0 0 10 4
CNTRLY? -] M 0.0000 10 20 Y 7 8 0 0 0 0 7 8



DOMINANT LETHAL GENE STUDY OF COMPOUND T1e7 SODIUM NITRATE
' EARLY

TEST MALE FEMALE IMPLANTS DEATHS
MATERIAL WEEK S/M DOSE NO,o NO, PREG, L R L R
T1=7 5 M «0300 11 21 Y 7 -] 0 0
71=7 5 M «0300 11 22 Y 4 6 0 0
T1=7 S M 0300 12 23 Y 8 -] 1 0
71=7 S M «0300 12 26 Y 3 4 1 0
Ti=7 S M «0300 13 25 Y ] 8 0 0
T1=7 S M «0300 13 26 Y 6 8 0 0
Ti=7 S M « 0300 14 ev Y 7 s 0 1
Tle7 S M «0300 14 28 Y 3 6 0 0
Tie? 1) M «0300 15 29 Y S 10 0 0
717 5 M «0300 15 30 Y 6 S 0 0
T1=7 5 M #0300 16 31 Y 3 6 0 1
Tl=7 ) L] «0300 16 32 Y 6 6 1 0
Ti=7 5 M «0300 17 33 Y 10 4 0 0
T1-7 5 M «0300 17 34 Y Y 6 0 0
T1=7 5 M +0300 )18 35 Y ] [ 2 0
717 5 M «0300 18 kl.} Y 3 12 0 0
Tle? S M «0300 19 37 Y 8 6 0 0
T1=7 5 M «0300 19 38 Y 5 4 0 0
Tl=7 S M « 0300 20 39 Y 8 6 0 2
Ti=7 S M «0300 20 40 Y 4 8 0 1
T1=7 ) M 8000 21 4] Y 0o 12 0
Tle? S M «8000 21 42 Y 6 6 0
Ti=7 S M «8000 22 43 Y 1 0 0
Ti=7 S M «8000 22 44 Y 5 7 0
T1=7 ) M «8000 23 45 Y 4 8 0
T1=7 S L «8000 23 46 Y 6 a 0
T1=7 5 M +8000 24 67 Y 8 6 0
T1=7 5 M «8000 24 48 Y 6 6 0
T1=7 S5 M «8000 25 49 Y 4 4 0
T1=7 S M «8000 25 50 Y 0 3 0
TY=7 5 M «8000 26 sl Y 4 8 1
Tie? 5 M +8000 26 52 A 4 4 9 0
T1=7 S M <8000 27 53 Y 5 3 0
Tle? S M «8000 27 S4 Y S 4 0
Tle? S M «+8000 28 55 Y 6 4 0
T1=7 S M +8000 28 56 Y S 8 0
T1=7 5 M «8000 29 ST Y 5 7 0
T1=7 5 M +8000 29 58 Y 4 8 0
T1=7 S L +8000 30 59 Y 4 9 [}
T1=7 5 L] «8000 30 60 Y 6 4 0

T OO0OOODOOO0O=OOOOOOMOOO

LATE
DEATHS
L R
0 0
1 1
0 0
0 0
0 0
0 2
0 0
0 0
0 1
0 0
0 0
0 0
0 1
0 0
0 0
0 0
0 1
0 0
0 0
1 0
0 5
0 1
0 0
0 0
0 0
0 0
0 1
0 0
o 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1e7

TEST
MATERIAL

717
717
T1-7
T1-7
717
71-7
T1=7
T1-7
717
T1-7
71-7
717
717
717
717
717
717
T1-7
717
717

WEEK S/M
s M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M
5 M

DOSE

1,6000
1.6000
146000
1,6000
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1,6000
1.6000
1.6000
1,6000

146000 -

1.6000
1.6000
1,6000
1,6000
1.,6000
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1.,6000
1.6000
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NO.

x)
31
32
32
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33
34
k13
35
35
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N
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DOMINANT LETHAL GEME STUDY OF COMPOUND Tle7

TEST

MATERIAL WEEK S/M

CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLY
CNTRLT
CNTRLY
CNTRL?
CNTRLY
CNTRLY
CNTRLY
CNTRL?
CNTRL?
CNTRLT
CNTRLT
CNTRLY
CNTARLY
CNTRLT
CNTRLT
CNTARLY

T1=7
T1e7
T1=7
T1=7
Tl=7
11=7
T1=7
T1=7
Tl=7
T1=7
Tl=7
717
T1=7
T1=7
T1=7
T1-7
T1e7
T1=7
T1=7
T1-7
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DOMINANT LETHMAL GENE STUDY OF COMPOUND 717 SO0IUM NITRATE PAGE 27
EARLY LATE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA
MATERIAL WEEK S/M DOSE  NO. NO. PREG, L R L R L R L R
T1=7 6 ] «8000 31 6l Y 9 3 6 o0 o o0 9 3
T1=7 6 S «8000 31 62 Y 8 6 1 1 o o 9 6
T1=7 6 S «8000 32 63 Y 5 8 1 0 0 0 8 11
717 6 S «8000 32 64 Y 3 6 0 1 0 o0 4 9
T1=7 6 S «8000 33 65 Y 6 s 6 0 o0 0 6 5
Tie7 6 s «8000 33 66 N *) =0 =0 0 «0 =0 0 =0
T1=7 6 s L8000 34 67 N “0 @0 @0 0 =0 «0 0 =0
T1=7 6 S «8000 34 68 N *0 «0 =0 o0 w0 =0 0 =0
T1=7 6 S «B000 35 69 N “0 «0 =0 e0 =0 «0 =0 =0
T1=7 6 S «8000 35 70 Y 5 8 6o 0 0 o 5 8
T1e? 6 S «B000 236 71 Y 7 s o 0 o0 o 8 5
T1-7 6 s <8000 36 T2 Y 6 6 o 0 0 o T 8
T1-~7 6 S «8000 37 73 Y 6 7 o 0 o0 0 6 7
T1=7 6, S «8000 37 Té Y 6 6 0 1 o0 o 6 o
T1=7 6 S .8000 38 15 Y 9 5 1 o0 o o 9 6
T1=7 6 3 #8000 38 76 Y 6 s o o0 0 o0 6 6
T1=7 6 ] «8000 39 77 Y 7T & 6 0 0 0 8 4
T1=7 6 S <8000 39 78 ¥ 3 6 0o o0 0 0 3 9
T1-7 6 S «8000 40 79 Y T 7 o 0 0 0 T 7
T1e7 6 S WB000 40 80 Y 6 S o 1 o o T s
T1=7 6 S  1,6000 41 81 Y & & 0 0 1 o 6 5
T1=7 6 S  1.6000 41 82 Y 9 5 0o 0 o0 o 9 5
71=7 6 S 1.,6000 42 83 N “0 «0 w0 =0 =0 w0 <0 =0
T1e7 6 S 11,6000 &2 84 Y 4 6 0 0 o o© 4 6
T1=7 6 S 1,6000 43 8s Y 2 2 0 0 o0 o 5 8
T1=-7 6 S 1.,6000 43 86 Y 0 s 6 0 0 o0 5 s5°
Tr=7 6 S  1.6000 44 87 Y 9 s 0 0 o0 o 9 5
71=7 6 S 1,6000 44 88 Y T e o o0 1 o 8 6
T1=7 6- S 1.6000 45 89 Y s 7 o 0 0 O 5 7
Ti=7 . 6 S 1,6000 45 90 Y 6 8 0 o0 o0 o 7T 8
T1-7 6 S  1,6000 46 91 N =0 0 w0 =0 =0 =0 o0 =0
71=7 6 S  1,6000 46 92 Y s 9 6 0 o0 o 5 10
T1=7 6 S  1,6000 47 93 Y 9 3 06 o0 o0 0 9 &
T1=7 6 S  1,6000 47 9% ¥ 3 8 6 1 o0 o 4 B
T1-7 6 S 1,6000 48 9s Y 6 s 0 0 o0 o 6 5
Ti=7 6 S 1,6000 48 96 Y 4 7 0o o 0 o0 5 7
T1-7 6 S 1.6000 49 97 Y 1 9 o 0 0 o 3 9
T1=7 6 S 1,6000 49 98 Y 6 6 0o o0 o0 o 6 7
717 6 S 1.,6000 S0 99 Y 4 7 o 1 3 o0 5 7
Ti=7 6 S 1.,6000 50 100 N ®0 =0 =0 ~0 =0 =0 0 =0




DOMINANT LETHAL GENE STUDY OF COMPOUND 71=7

TEST
MATERIAL

TEM?
TEMT
TEMT?
TEMT
TEM?
TEM?
TEMT
TEMT
TEM?
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DOMINANT LETHAL GENE STuDY OF COMPOUND T1-7

TEST
MATERIAL . WEEX S/M DOSE
T T1e7 6 M 20300
T1=-7 6 M 00300
T1=7 6 M «0300
T1-7 6 M «0300
T1=7 6 M «0300
T1=7 6 M «0300
=7 6 M «0300
=7 6 M «0300
T1=7 6 M «0300
T1-7 6 M «0300
T1=7 6 N «0300
T1=7 6 M +0300
T1=7 6 M «0300
T1=7 6 M +0300
T1=7 6 ) <0300
T1=-7 6 M «0300
-7 6 " «0300
Tie? 6 M « 0300
T1-7 6 M »0300
T1=7 6 M »0300
T1=7 6 M «8000
T1=7 6 M «8000
T1=7 6 M «8000
Tie7 6 M «8000
T1=17 6 M «8000
T1=7 6 M «8000
T1=7 6 M «8000
T1-7 6 M +8000
T1e? 6 M «8000
T1-7 6 M 8000
T1=7 6 M «8000
T1=7 6 M «8000
T1-7 6 M +8000
717 6 M «8000
717 6 M «B000
71-7 6 M «8000
T1=-7 6 M «8000
T1=7 6 M «8000
T1e7 6 M «8000
T1-7 6 M «8000

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20
20
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NO.
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1=7 SOOIUM NITRATE PAGE 3v
EARLY LATE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA
MATERIAL WEEK S/M ODOSE NO. NO. PREG, L R L R L R L R
Ti=? 6 M 1.6000 31 6l Y S ] 0 0 0 0 5 -]
T1=7 6 M 1,6000 31 62 Y 6 6 1 1 2 2 7 6
T1=7 6 M 1.,6000 32 63 Y S 7 o 2 0 0 S 7
T1=7 6 M 1,6000 32 64 Y 4 3 0 0 0 0 3 ]
Ti=7 6 M 1,6000 33 65 Y 7 2 0 0 2 0 9 2
T1=7 (] M 1,6000 233 66 Y 7 7 0 0 0 0 7 8
T1=7 6 M 1,6000 34 67 Y ) ] 1 0 0 1 E) ]
T1=-7 6 M 1,6000 34 68 Y 6 S 0 1 2 2 6 5
T1=7 6 M 1.6000 35 69 Y S 8 0 0 0 0 6 8
T1=7 6 M 1,6000 35. 70 Y 9 7 0 0 0 0 9 7
T1=7 6 M 1,6000 36 71 Y 5 8 0 0 0 0 5 8
T1=7 6 M 1,6000 36 72 Y 7 3 1 0 0 0 9 S
T1=7 6 M 1.6000 37 73 Y 4 7 0 0 0 3 4 7
TY=7 6 M 1.,6000 237 T4 Y 3 7 0 0 0 0 5 8
T1=7 6 M 1.6000 38 15 \{ 10 4 1 0 0 0 10 4
T1=7 6 M 1.6000 38 76 Y 8 7 0 0 3 0 8 7
T1=7 6 M 1,6000 39 77 Y 6 9 0 0 1 0 6 10
Tl=7 6 M 1,6000 39 78 Y 8 4 1 0 0 0 8 4
Tl=7 6 M 1.6000 40 79 Y 4 9 0 1 0 0 4 9
T1=7 6 M 1,6000 40 80 Y 5 L 0 1 0 0 5 8



DOMINANT LETHAL GENE STUDY OF COMPOUND 717

TEST
MATERIAL

CNTRLT
CNTRLT
CNTRLY
CNTRLYT
CNTRLY
CNTRLT
CNTRLT
CNTRLT
CNTRLT
CNTRLT
CNTRLY
CNTRLY
CNTRLT
CNTRLY
CNTRLY
CNTRLY
CNTRLT
CNTRLY
CNTRLY
CNTRLYT

717
717
71-7
71-7
T1-7
717
717
71-7
71-7
71-7
717
71-7
71-7
71-7
717
71-7
71-7
71-7
71-7
71-7

WEEK S/M DOSE

-

NN NN NN NN NN NN NNNN NN NN NN NN NN NN NNNNNS

S

S
S
S
S
S
S
S
S
S
S
S
-]
S
S
S
S
S
]
S
S
S
S
S
S
S
S
-8
S
S
S
S
S
S
S
S
S
S
S
S

0.,0000
0,0000
0,0000
0,0000
0.0000
0,0000
0.,0000
0.,0000
0,0000
0.,0000
0.,0000
0,0000
0,0000
0,0000
0,0000
0,0000
060000
0,0000
0,0000
040000

«0300
+0300
+0300
<0300
+0300
0300
«0300
+0300
«0300
20300
«0300
«0300
«0300
+0300
«0300
«0300
+0300
«0300
«0300
+0300

SODIUM NITRATE

EARLY
MALE FEMALE IMPLANTS DEATHS
NO. NO, PREG. L R L
1 1 Y 4 k4 1 0
1 F Y 3 6 0 0
2 3 Y (-} 2 0 0
2 4 Y 3 L4 0 0
3 5 Y S 7 0 1
3 6 Y o T 0 0
[y 7 Y 6 ) 0 1
4 8 Y 2 8 1 0
5 9 Y ) 6 0 2
5 10 Y 7 ) 0 0
6 11 Y 4 12 0 0
6 12 Y 4 9 0 1
7 13 Y 8 6 0 1
7 14 Y 5 8 0 0
8 15 Y S 6 0 0
8 16 Y 4 3 0 0
9 17 Y 4 8 0 2
9 18 Y 4 8 0 0
10 19 Y 6 T 0 0
10 20 Y 4 5 0 0
21 41 Y 1 10 0 0
21 42 Y 4 S 0 0
22 43 Y 9 4 0 0
22 o4 Y 8 ) 0 0
23 45 Y 4 10 0 0
23 46 Y 9 3 .0 0
24 47 Y 3 9 1 0
26 48 Y 2 0 0 0
25 49 Y 7T 6 0 1
25 50 Y 8 ) 0 0
26 S1 Y 10 S 0 1
26 52 Y 7 6 0 0
27 53 Y 3 9 0 0
27 Sé Y S S 1 0
28 55 Y 3 8 0 0
28 56 Y 7 4 0 1
29 57 Y 5 7 0 0
29 58 Y 6 ] 0 0
30 59 Y 5 6 0 0
30 60 Y 1 [ 0 0

LATE
DEATH
L

OOOGOOOOOOOUOOO'—‘OOOO

-OOOOOOOOOOOOOOOOOOOO

S
R

PAGE 31
CORPORA
LUTEA
L R
S 7
6 7T
7 6
3 8
5 7
4 8
6 5
2 8
10 6
7 6
4 12
4 10
e 6
5 9
S 6
9 S
4 9
5 8
8 8
4 6
1 10
7 S
10 4
8 5
4 10
11 4
3 9
8 6
7 6
8 5
10 S
8 7
3 10
5 7
3 8
8 4
6 7
6 5
S 6
7 6




DOMINANT LETHAL GENE STUDY OF COMPOUND 71e7

TEST

MATERIAL WEEK S/M DOSE

71-7 7 3 +8000
71=7 7 S +8000
T1-7 7 s +8000
T1=7 7 s «8000
71-7 7 s «8000
71=7 7 S +8000
T1=7 7 s +8000
71=7 7 S +8000
71-7 7 s «8000
T1=7 7 s +8000
T1=7 7 s «8000
71-7 7 S +8000
T1=7 7 s +8000
71-7 7 s +8000
T1=7 7 s «8000
=7 7 s +8000
T1-7 7 s +8000
T1-7 7 5 «8000
71-7 7 s +8000
71=7 7 s +8000
T1-7 7 S 146000
T1-7 7 S  1,6000
717 7 S  1,6000
71-7 7 S  1.,6000
717 7 S  1.6000
T1-7 7 S  1.6000
717 7 S 1,6000
T1-7 7 S  1.6000
T1=-7 7 S  1.6000
T1-7 7 S  1,6000
T1-7 7 S 146000
T1=7 7 S  1.6000
T1-7 7 S  1.6000
717 7 S  1,6000
71-7 7 S  1.6000
71-7 7 S  1.6000
717 7 S  1,6000
71-7 7 S 1,6000
717 7 S  1,6000
717 7 S 1,6000

MALE FEMALE

NO. NO .
K} 61
31 62
32 63
32 64
33 65
33 66
34 67
34 68
35 69
35 70
36 - T
36 712
37 73
7 T4
38 75
38 76
39 17
39 - 78
40 . 79
40 80
41 81
41 82
42 83
42 84
43 8%
43 86
4h a7
46 88
45 89
45 90
46 91
46 92
47 93
47 94
48 95
48 96
49 97
49 98
50 99
S0 100

PREG,

€A CLCCLLLLLLLLLLLLCLLL XL LLXLALLALCLLLLCLZZLZLCLXZL<

SODIUM NITRATE

L

E~NNOOND == ~NC NP VNNOR =S NSO ~=NOCORO

R

10
9
=0
4
6
-0
=0
=0

COOPANN=WIrONNDONROOD® PNV NDDONIO

EARLY
IMPLANTS DEATHS

L
0

(-]

. 40 .
O OrOO0O0OO0O0OOOOO~»O00O ONDODDOOOOWOOODOOCO

0
0
-0
0
0
=0
-0
=0
3

ONOOOO0O0O0DODOODO»ONDOD OO SO OOONOCOO~O

LATE
DEATHS
L R
0 0
0 0
-0 =0
0 0
0 0
=0 =0
=0 =0
-0 =0
0 1
0 0
0 0
0 0
0 0
0 1
0 0
0 0
1 0
0 0
0 0
1 1
0 0
0 0
0 0
0 0
0 0
1 0
0 0
0 0
0 1
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
2 0
0 0

PAGE 3¢

CORPORA
LUTEA

L

. 90 [ ]
~~OOOWHOVOWNM &

P et

AP NDENNOCOCVNNONBOO > ~NAP = YO NWO O

R

10
9
-0
.
8
-0
=0
-0

L
~NN~N>

CONPOONNGPVNONEDENNOOD ~NOO0srN




v

DOMINANT LETHAL GENE STUDY OF COMPOUND 717 SODIUM NITRATE

EARLY

TEST MALE FEMALE IMPLANTS DEATHS
MATERIAL WEEK S/M O0OSE NO. NO, PREG, L R L R
TEMT? 7 S «0002 11 2l Y 6 7 0 0
TEM? 7 S «0002 11 22 Y 8 S 0 0
TEMY 7 S «0002 12 23 Y 5 9 0 0
TEMY? 7 S <0002 12 24 Y 6 6 0 0
TEMT 7 S «0002 13 25 Y S 9 0 0
TEMY 7 S «0002 13 26 Y 3 8 0 1
TEMY 7 S «0002 14 7 Y [ 6 0 0
TEM? 7 S «0002 14 28 Y 6 8 0 0
TEMT 7 S «0002 15 29 Y 8 6 1 0
TEM? 7 S «0002 15 30 Y 8 8 0 0
TEMT 7 S +0002 16 31 Y 6 4 0 0
TEMY 7 S «0002 16 32 Y ) L§ 1 1
TEMY 7 S «0002 17 33 Y 4 2 0 0
TEM? 7 S «0002 17 34 Y & 8 0 0
TEM? 7 S «0002 18 35 Y 6 6 0 0
TEMY 7 S «0002 18 36 Y 3 7 0 0
TEM? 7 S «0002 19 37 Y 6 8 0 0
TEM? 7 S +0002 19 38 Y 6 6 0 0
TEMY 7 S «0002 20 39 Y 8 5 0 0
TEM? 7 S «0002 20 40 A 4 8 8 0 0
CNTRLY T M 0,0000 1 1 Y 4 7 1 0
CNTRL7 7 M 00,0000 1 2 Y 3 [ 0 0
CNTRLY 7 ] 0,0000 2 3 Y 6 2 0 0
CNTRLY 7 M 0.,0000 2 4 Y 3 4 0 0
CNTRLY 7 M 040000 3 H Y 5 7 0 1
CNTRLY 7 M 0.0000 3 6 Y 4 7 0 0
CNTRLY 7 M 0.0000 4 T Y 6 S 0 1
CNTRLT 7 L] 00000 ¢ 8 Y 2 8 1 0
CNTRLY 7 M 0,0000 -] 9 Y S 6 0 2
CNTRLY 7 M 0,0000 5 10 Y 7 -] 0 0
CNTRL? 7 M 00,0000 6 11 Y 4 12 0 0
CNTRLT 7 M 0.0000 6 12 Y 4 9 0 1
CNTRLT 7 M 0,0000 T 13 Y 8 6 0 1
CNTRLT 7T M 0,0000 7 14 Y 5 8 0 0
CNTRLY 7 L 0.,0000 8 15 Y S 6 0 0
CNTRL? 7 M 0,0000 8 16 Y 4 3 0 0
CNTRLT 7 M 0,0000 9 17 Y 4 8 0 2
CNTRL7 7 M 0.0000 9 18 Y 4 8 0 0
CNTRLT T M 0.,0000 10 19 Y 6 7 0 0
CNTRL? 7 M 0,0000 10 20 Y 4 ] 0 0

LATE
DEATHS
L R
0 0
0 0
0 1
1 0
3 0
0 0
0 0
1 0
0 0
0 1
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 (]
0 0
0 0
0 0
0 0
0 0
1 2
0 1
0 0
0 1
3 2
0 2
0 0
0 0
0 1
0 0
0 0
0 1
0 0
0 1
0 0
0 0

PAGE 33

CORPORA
LUTEA
L R
6 8
8 S
S 10
6 6
S 10
3 9
6 6
6 8
8 6
8 8
8 4
5 7
7 6
4 8
7 (]
4 8
6 8
6 7
8 7
8 8
S 7
6 7
7 6
3 8
5 7
4 8
(] 5
2 8
10 6
7 ]
4 12
4 10
8 6
5 9
5 6
9 5
4 9
] 8
8 8
4 6



DOMINANT LETHAL GENE STuDY OF COMPOUND 717

TEST
MATERIAL WEEK S/M DOSE
T1e? 14 M 003
717 7 M .3383
T1e? 7 M +0300
Tre7 7 M +0300
T1a7 7 M +0300
T1=7 7 ] ¢0300
T1e7 7 M 20300
T1=7 7 M 20300
T1-7 7 M «0300
T1e? 14 M «0300
T1=7 7 M «0300
T1e7 7 M +0300
T1-7 7 M +0300
T1-7 7 M +0300
717 7 M «0300
717 4 M <0300
T1e7 7 M +0300
T1-7 7 M +0300
T1-7 7 M <0300
71-7 7 M +8000
T1=7 7 M 28000
717 7 M «8000
71=7 7 M «8000
T1-7 7 M «8000
T1-7 7 M ¢8000
T1e7 7 M +8000
717 7 M +8000
717 7 M «8000
717 7 M «8000
71=7 7 M «8000
717 7 M +8000
T1=7 7 M «8000
T1=7 7 M «8000
T1-7 7 M +8000
717 7 M +8000
717 14 M +8000
717 7 M «8000
Tile? 7 M +8000
717 4 M +8000

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20
20

21
el
22
22
23
23
24
24
25
a5
26
26
27
a7
28
a8
29
a9
30
30

MALE FEMALE

NO,

NO,

21
22
23
24
25
26
27
28
29
30
k)
k¥
33
34
3s
36
37
38
39
40

41
42
43
44
45
46
47
48
49
S0
51
52
53
S4
56
56
57
58
59
60

PREG,

Y

Y
Y
Y
A
\ 4
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
\ 4
Y
N
Y
Y
\ 4
Y
Y
Y
Y
Y
Y
Y
Y
Y

6
1
7
7
7
5
4
7
7
]
8
-
6
S
6
6
7
4
7
3
3
6
3
0

1
7
5
7
0

'Y
5
6
4
3
S
7
6
6
e
7
6

8
1
7T
6
Py
6
8
2
4
[}
s
L
7
7
5
6
7
8
[
)
[
s
0

|
3
6
8
5
0

7
S
0
9
5
6
6
S
(]
8
8
6

IMPLANTS D

SODIUM NITRATE

EARLY
EATHS

L

0
0
0
0
0
0
0
1
0
0
0
0
0
0
0
0
0
0
0
0
0
0
1
1
0
0
0
0

0
0
0
0
0
0
0
0
0
0
0
0

R

0
0
0
0
0
0
0
0
0
1
0
0
0
0
0
0
0
0
0
1
0
0
0
0
1
0
0
0

0
0
0
1
0
0
0
0
0
0
0
0

LATE

L

0
0
0
4
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
1
0
0
Y
0
0
0
0

0
0
1
1
0
0
0
1
0
0
0
0

DEATHS
R

OOOONOOOHOOOOOOOF"OO

[]
OOU-'OOOOQOOQOOO"QOOO"‘
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CORPORA
LUTEA
L R
6 ]
4 S
7 7
8 6
I4 4
S 6
] 8
7 S
7 4
6 7
9 7
8 5
6 7
5 7
6 6
9 11
7 7
4 8
9 6
6 S
3 7
6 6
3 10
10 3
7 6
-] 8
7 S
0 =0
5 8
7 S
6 7
4 10
4 6
) 6
7 6
7 5
6 7
2 8
8 8
7 6



DOMINANT LETHAL BGENE STUDY OF COMPOUND T1e-7

TEST

MATERIAL WEEK S/M

T1=7
717
T1=7
Tl=7
T1=7
T1=7
717
T1-7
=7
T1=7
T1=7
T1=7
T71=7
T1=7.
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7

~N N NN NN NN NN NN NN NN~

ZXXZZXTIXTXXXXIXXTZTZXX

DOSE

14,6000

1.,6000
1.6000
1.6000
1.6000
1.6000
1.6000
1.6000
1.6000

1.6000.

1,6000
1.6000
1,6000
1.6000
1.6000
1,6000
1.6000
1,6000
1,6000
1,6000

MALE FEMALE

NO.

NO,

61
62
63
64
65
66
67
68
69
70
71
72
73
T4
75
76
77
78
79
80

PREG.

P L T T TTTTTTYT]

L

NNWENVCO~NWIrPOC NP WNIW

R

~NWOROC O VNWRENONWWNNO RO+ O

SODIUM NITRATE

IMPLANTS DEATHS

EARLY
L R
0 1
0 0
0 0
0 0
0 0
0 1
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 1
0 0
0 1

LATE

DEATHS

L

OO0 OOMODOOO0O0Q0OO~ODOOO

P OO0O0O0OO0O0O0ODOO0O0OONODOOO x
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L
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R
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DOMINANT LETHAL GENE STUDY OF COMPOUND Tle7

TESY

MATERIAL WEEK S/M DOSE

717
717
71-7
717
717
717
717
T1=-7
T1-7
717
71-7
T1=7
T1-7
717
T1-7
717
717
71-7

T1-7
717

Tl=7
71=7
T1=7
T1=-7
71-7
T1=7
T1=7
71=7
T1=7
T1e7
T1=7
Ti=7
Tle?
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7
T1=7

ORI ETRREODROPROEODIOERITD® TOEPEEETOPIOIROIOPOIEERETO®ER®D

VOOVLLLLLBLLLLLLVLLLLLDWL LLLVLLLVLLLLLLLBHNVLLLVLLLLLLLLLLLLLL

«8000
«8000
8000
«8000
+8000
«8000
«8000
«8000
«8000
+«8000
«8000
«8000
«8000
+8000
«8000
8000
«8000
+8000
+«8000
«8000

1,6000
1,6000
1.6000
1,6000
1,6000
1.6000
1.6000
1,6000
1,6000
1.6000
1.,6000
1,6000
1,6000
1.,6000
1.6000
1,6000
16000
1.6000
1,6000
1.6000

31
31
32
3z
33
3
34
34
35
35
36

36 °

k)
37
38
38
39
39
40
40

41
41
42
42
43
43
44
4
45
45
46
46
47
47
48
408
49
49
50
-1

MALE FEMALE
NO.

NO,

61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
a0

81
82
83
84
8s
86
87
a8
a9
90
91
92
93
9
95
96
97
98
99
100

€A AL LALALLLLCLLLLLL LA LXLLXLALALALLZZALLXE€CC <<

PREG

WOoVOIDODUNWw YNSRIV VIWON OO~NUVPTOROOC NCONRNNUOIDNS P

[ B
PNOVONWNRNNWNNNRNNOE GNP AN~ ~NOO

SODIUM NITRATE

EARLY
IMPLANTS DEATHS
L R L R
5
7T
2
S
[
4
12
- - - -
6
S

COO0OOCOOOON OO MOOOOO CO0OOOWOoOOODOOODOOOONOCOO

ONOODOOOOONOOOOO~ OO0 [-X-K-N-N N-N-N-N-N-N-N-N-N-N-X-N_-N-%- N}

LATE
DEATHS
L

(- K-R-K-N-N-N- -3 JN-N-N- NN NN OO DODOO0OOO0O0O0O0O0O™OmOoO

WMOoOOMODOAOOWOoOOOOODOOO [-N-N-E-N-N-N-N-N-X-N-N-N-N-N-N, N5 N-N-J x
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1w~7

TEST
MATERIAL WEEK S/M DOSE
TEMTY 8 s «0002
TEM? 8 s 00002
TEM? 8 s 0002
TEM? 8 s 00002
TEM? 8 s 0002
TEM? 8 s +0002
TEM? 8 S 00002
TEM? 8 S 0002
TEM? ] s 20002
TEM? 8 s 0002
TEMT 8 s 0002
TEM? 8 s +0002
TEM? 8 S +0002
TEM? 8 s +0002
TEM? 8 s «0002
TEM? 8 s 0002
TEM? 8 S +0002
TEM? 8 s «0002
TEM? 8 S +0002
TEMT? 8 s 00002

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20
20

MALE FEMALE
NO,

NO,

21
22
23
24
25
26
27
28
29
30
31
2
33
34
35
36
37
38
39
40

PREG,

L YT TYY;

L

=3

BONP DB OLrORONNTCNANNDNO

+POCDULVNWE-RONCORROS+LPND

SODIUM NITRATE

IMPLANTS DEATHS

EARLY
L R
0 0
0 0
0 0
0 1
0 4
0 0
1 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 =0
1 1

LATE
DEATHS

L

" OMOO0OO00O00O0OoOOOOWOOOD

(- - R-N-N-N-N-2-N-N-N-N-X-N_N-X_N-N-¥-¥N-) P
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ODOMINANT LETHAL GENE STUDY OF COMPOUND T1-7

WEEK

w ™~ ® ~ &0 UV W N -

»

~ o wn

N
PRG

15
20
20
20
19
20
20
20

15
20
20
20
19
20
20

VEHICLE CONTROL

N
uTy

20
20
20
20
20
20
20
20

20
20
20
20
20
20
20

FERT,
INDEX

.75
1.00
1.00
1,00

95
1.00
1.00
1.00

CHISW

0,00 .

0,00
0,00
0,00
0,00
0.00
0,00
0,00

0.00
0,00
0,00
0.00
0.00
0,00

0,00

SQUIUM NITRATE

PAGE 3y

CHI-SQUARE TEST OF THE FERTILITY INDEX (1 DEGREE OF FREELOM)

T1~7

N

N

PRG MTD

16
19
20
20
19
20
a0
20

16
20
16
20
20
20
20

20
Zd
20
20
20
20
20
20

20
20
20
20
20
20
20

203 G/KG
FERT,
INDEX CHISW

«80
95
1.00
1.00
+95
1.00
1.00
1.00

«80
1.00
«80
1.00
1.00
1.00

1.00

0,00
0,00
0,00
0.00

53
0,00
0,00
0.00

0.00
0,00
2,50

Ve00

T1=7 +8 G/KG Tl=7 1.6 G/KG TEM o2 MG/KG

N N FERT, N N FERT, N N FERT,

PRG MTD INDEX CHISQ PRG MTp INDEX (CHISQ PRG MTD INDEX CHISQ

SINGLE TREATMENT
*
16 20 «80 0.00 12 2o 60 o 46 20 20 1.00 .66
13 20 65 6,23 19 2o 95 0,00 20 20 1,00 0,00
18 20 «90 «53 20 2o 100 0,00 20 2o 1.00 0.00
17 2o «85 1,44 16 20 «80 2.50 20 20 1,00 0,00
16 20 «80 91 20 2o 1.00 0,00 19 20 95 53
16 20 80 2,50 17 20 o85S l.44 20 20 1,00 0.00
16 20 «80 2,50 20 20 1400 0,00 20 20 1,00 0.00
17 2o «85 1,44 20 20 1.00 0,00 19 20 95 0,00
MULTIPLE TREATMENT

20 2o 1.00 3,66 20 20 1.00 3.66

20 20 1,00 0,00 20 2o 1.00 0,00

19 20 295 0,00 19 2o 95 0,00

20 20 1,00 0,00 20 20 1.00 0,00

19 20 95 0,00 20 2o 1.00 0.00

19 20 «95 0,00 20 20 1.00 0,00



. DOMINANT LETHAL GENE STUOY OF COMPOUND 71=-7

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIUNS FOR THE FERTILITY INDEX
BASED UN THE DOSE LEVELS

WEEK

w N ® ~N O U e W

~ o un

(1 DEGREE OF FREEDUM)

«03 G/KG

N

N

PRG MTD

le
19
20
20
19
20
20
20

16
20
16
20
20
20
20

20

‘20

20
20
20
20
20
20

20
20
20
20
20
20
20

8 G/KG

N

N

PRG MTD

16
13
18
17
16
16
16
17

20
20
19
19
20
19
19

20

20
20
20
20
20
20
20

20
20
20
20
20
20
29

1.6 G/KG

N

N

PRG MTD

12
19
20
16
20
17
20
20

20
20
19
19
20
20
20

20
20
20
20
20
20
20
20

20
20
20
20
20
20
20

CHISQ
(Cel)

8,57
0,00
3,33

SO01UM NITRATE

CHISu
(1)

SINGLE

2.07

«00

3.486
«36
2.14
00
«00

6,35
0.00
24467
77
0.00
00
«0V

ARMTG
CH1SO

TREATMENT

66
Yebl
4,14

«35
S5.32
2.07
8,57
6032

MULTIPLE TREATMENT

2.23

0,00
«87
27

0.00

2403

2.03

PAGE 40



DOMINANT LETHAL GENE STUDY OF COMPOUND T1=7

ARMITAGE TEST FOR A LINEAR TRENO IN PROPORTIUNS FOR THE FERTILITY INDEX
(1 OEGREE OF FREEDOM)

WEEK

® ~N O v o wonN

~ o0 W > wn

«03 G/KG

N
PRG

16
19
20
20
19
20
20
20

16
20
16
20
20
20
20

N

M1D

20
2v
20
20
20
20
20
20

20
20
20
20
20
20
20

«8 G/KG

N

N

PRG MTD

16
13
18
17
16
16
16
17

20

20
19
19
20

19

20
20
20
20
20
20
20
20

20
20
20
20
20
v
20

- 1e6 G/KG

N

N

PRG MTD

12
19
20
l6
20
17
20

20

20
20
19
19
20
r4i]
20

20

20
Y
20
20
20
20
20

20
20
20
20
20
20
20

SOLIUM NITRATE

PAGE 41

BASED ON THE LOGARITHMS OF THE DOSE LEVELS

CHISu
(C=1)

8,57
0,00
3,33
1.03
0,00
2,03
2,03

CHISQ
(1)

SINGLE

8434
0.00
3,24
1.01
0.00

25

o25

ARMTYG
CHISQ

TREATMENY

1.63
B.25
3.63

«03
Se60

+66
T.51
5.53

MULTIPLE TREATMENT

23
0.00
«09
03
0.00
l.78
l1.78



DOMINANT LETHAL GENE STUDY OF COMPOUND T71-7 SOUIUM NITRATE PAGE 42

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIUNS FUOR THE FERTILITY INUEX

(2 DEGREES OF FREELOM) BASED ON THE DOSE LEVELS AND INCLUDING THE cON!RUL GROUP
CONTROL «03 G/KG «8 G/KG 146 G/KG
N N NN "N N N N CHISQ CHISQ ARMTG
wEEK PRG MTD PRG MTD PRG MTD PRG H!D (C=1) (1) cHISQ

SINGLE TREATMENT

1 15 20 16 20 16 20 12 20 2,78 1.69 1.08

2 c 20 20 19 20 13 2o 19 20 15.40 «90 14,50
3 20 20 20 29 18 20 20 20 6.15 .18 5.98
4 20 20 20 20 17 2o 16 20 7,99 7.51 48
S 19 20 19 20 16 20 20 20 6049 «07 6.0l
6 20 2¢ 20 20 l6 20 17 20 T7.98 5.10 2489
7 26 20 .20 20 le 20 20 20 12,63 «36 12,27
8 20 20 20 20 17 20 20 20 9.35 27 9.08

MULTIPLE TREATMENT

1 - 15 20 16 20 20 20 2C 20 10,39 8.30 2,09

] 20 20 20 20 20 20 20 20 0.00 0,00 0,00
3 20 20 le 20 19 20 . 19 20 6.49 53 5,96
. 20 20 20 20 19 20 19 20 2,05 1.67 .38
5 v 20 20 2o 20 20 20 20 3,06 87 2.7
6 20 20 20 20 19 20 20 20 3,06 W09 2,95
k4

20 20 20 20 19 20 20 20 3.0¢ «09 2495



OOMINANT LETHAL GENE STUDY OF

WEEK

S wWwN

D> N O

" w N

N
PRG

15
20
20
20
19
20
20
20

15
20
20
20
19
20

COMPOUND 71=7

S00IUM NITRATE

PAGE 43

T=TEST OF THE NUMBEHR OF IMPLANTATIONS IN PREGNANT FEMaALLS.

N
PNG

Ti=7

MEAN

coteccons wee cSoemw

CONTROL . Ti=7 «03 G/KG
ST N STD

MEAN DEV PRG MEAV DEV OF T

12607 3,61 16 12.75 1,39 29 o703
11.30 3.53 19 11.37 1,92 37 «07>
12,25 1,86 20 11.90 2,07 38 «562
12,80 2.09 20 12.80 1,36 38 04000
11674 1,73 19 11.00 3,14 36 «89>
11.85 2,564 20 12,05 1,61 38 298
11425 2,10 20 11.5> 2.65 38 <397
12400 2.43 20 11,02 2.16 38 1.306
12407 3,61 16 104,12 4.50 29 1.319
11.30 3,53 20 1l.60 23,52 38 +269
12,25 1,86 16 12,87 2.25 34 «913
12,80 2,09 20 11.70 2,98 38 1.352
11.74 1,73 20 11,95 2,31 37 «325
11.85 2,54 20 12,10 1,48 38 «380
11,25 2,10 20 11.3> 2,72 38 «130

~ o uwn

20

SINGLE TREATMENT

16
13
18
17
16
16
16
17

20
20
19
19
1
19
19

13.37
12.77
12,00
12,94
12.12
11.9¢
11.94
11.00

12.15
12.00
11.74
12,32
1o.60
12.05
11,37

MULTIPLE TREATMENY

8 G/KG T1-7

STo N

DEV DOF T PRG MEaN
1.86 29 14280 12 11.25
1.59 31 1.407 19 9,95
3,12 36 303 20 12,25
1.52 35 231 16 12,37
1.86 33 640 20 11,45
1,57 3¢ «120 17 11,06
1.81 34 1,038 20 11,40
2.26 35 l.288 20 11,00
1.73 33 «091 20 12,75
2.29 38 «T44 20 11,45
2,05 37 819 19 10,79
1.38 37 «849 19 11,58
3,62 37 1.298 20 12.10
1,27 37 «313 20 11,85
2,11 37 175 20 11.25

RIS L Tem 02 MG/KG n
sT0 N STO
DEV DF T PRG MEAN DEV OF T
l.82 25 o712 20 12,05 1,90 33 .08
3,87 37 1,143 20 6.95 3,00 38 4,202
2447 38 0,000 20 8,35 3,33 38 4,574
2406 34 2609 20 6.55 2,61 38 8,385
2.63 37 +401 19 9,84 2,65 36 2,640
2,86 35 +891 20 11,45 1,05 38 2051
4,10 38 2146 20 12.50 2.24 38 1.8¢3
2.08 38 1,400 19 1211 3.02 37 ol20
3.2 33 .587
4,59 38 o116
3,33 37 1.704
3,39 37 1.362
1459 237 N.1.7%
2.52 38 0.000
2,79 38 0,000

Y



QOMINANT LETMAL GENE STUDY OF COMPOUND 717 SODIUM NITRATE PAGE 4o

REGRESSION FITS OF THE NUMBE?o Us OF IMPLANTATIONS ON 1) DOSEs AND 2) LOG DOSE,
( PREDICTED U = A ¢ Bex CONTROL BROUP EACLUDED

WEEK X N XBAR SO x uBaR SO v 8 A T8 OF VARV X cv v VARB VARA VARUBAR

SINGLE TREATMENT

1 DOSE . T 63 12,57 1.86 o876 13.215 =2.010 42 3.2320 + 1630 «1901. 1771 0735
LOG DOSE 46 «1,23 1.76 12,57 1.86 153 12.380 =952 42 3,4679 1682 «0259 #1179 V788
2 DOSE 51 .81 .68 11,20 2.93 -.918 11,9641 1,539 49 843326 2578 03558 <3975 01634
LOG DOSE 51 =1,19 1.82 11,20 2,93 o163 11.002 =oT17 49 8,6448 22626 #0519 2028 ol69s
3 DOSE 58 .81 o66. 12,05 2,53 «223 11.871 «435 S6 6.493) 12114 «2634 2049 1120
LOG DOSE 58 =1,12 1.77 12,05 2,53 W07 12,10 +373 56 6.,4990 «2115 00363 «1573 ed121
. DOSE 53 .T5 «65 12,72 1,63 -e257 12,910 =735 51 246921 «1290 1225 01199 20508
LOG UOSE 53 -1,25 1.79 12.72 1.63 -, 058 12.648 -.434 51 2.7107 1295 «0162 «0766 <0511
5 VOSE 55 .82 «67 11,49 2,62 272 11.267 «504 53 649806 02299 «2905 «3246 +4269
LOG DOSE 55  =1,11 1,78 11,49 2.62 «175 11,684 .873 53 649147 12288 40403 1749 od287
6 DOSE 53 W77 W66 11,70 2,09 - 622 12,175 1,432 51 4,282 «1769 .1888 01916 «0808
LOG DOSE 53 «1,24 1.80 11,70 2,09 ~,181 110473 «14131 51 4,3454 «1782 $ 0297 e1215 0820
7 DOSE 56 .8} 67 11,61 3,04 =099 11,687 ~e16) 54 9,3170 *2630 $3779 4148 eloos
LOG 0OSE 56 =1,15 1,30 11.61 3.03 <005 11,613 0022 54 9.3213 «2630 « 0526 «2358 1665
] DOSE s7 +81 «66 11,02 2,13 -,032 11,043 =s073 55 4,5992 01947 +1806 «2033 0807
LOG VOSE 57 =1,13 1,78 11,02 2.13 . 013 11.002 ~,083 55 4.599] 1946 +0258 e1138 0807

MULTIPLE TREATMENTS

1 DOSE 56 .87 63 11.79 3,37 1,628 10,376 2.359 54 1045000 2749 04763 25445 «1875
LOG DOSE 56  =,91 1,68 11,79 3,37 687 12,3717 2,506 5¢ 10,3757 «2733 «0668 «2610 «l8s3
2 VOSE 60 .81 W65 11,68 3,54 ~e099 11,764 ~o138 58 12,7369 «3055 8167 45513 02123
LOG DOSE 60 =1,09 1,75 11,68  3,5¢ 012 11,697 o047 58 12,7406 <3085 #0706 +2957 e2123
3 DOSE 54 .85 64 11,76 2,71 “1,323 12,870 2,361 2  6,7453 2212 23138 «3534 01249
LOG DOSE 564  =,95  1.70 11,74 2,74 o472 11,202  =2,234 52  6,4147 +2223 +0446 +1666 1262
&  DOSE 58 .80 65 11,86 2,7 =075  11.922 =s136 56  T,6064 02294 «3084 03234 4217
LOG UOSE 58 1,13 1,76 11,86 2,70 <039 11,906 W191 56 7,404} 02294 $0418 +1808 o217
$  DOSE $0 .61 85 11,55 2,60 107 11,463 2203 58  6,87T18 «2270 42788 «2976 21145
LOG DOSE 60 =1,09 1,75 11,55 2,60 -.103 11.438 -.530 58  6,8435 02265 +0319 +1588 dia
6  DOSE 59 .81 65 12,00 1,02 -.160 12.129 «.433 57 3,357s 1527 s1362 01463 oU589
LOG DOSE 59  <1,10 1,76 12,00 1,82 -.048 11,947 =352 57 3.36l1 1528 $0187 «0796 0570
7 0OSE 59 .81 65 11,32 ¢.n2 ~,064 11.376 «125 57 6,4698 02247 +2624 2819 ol097

LOG DOSE 59 1,10 1.7¢ 11.32 2492 -s016 11.305 -+083 57 644708 2247 «0360 «1533 1097



DOMINANT LETHAL GENE STUDY OF COMPOUND 71-7

WEEK

D N N s wWwN

~ o w W nN

X

DOSE
0OSE
VOSE
DOSE
D0SE
DOSE
00SE
DOSE

VOSE
0O0SE

VOSE

DOSE

LOSE
D0SE
0OSE

N

59
71
78
73
T4

76
n

13!
80
74
78
79
79
79

KBAR

55
«58

«60

o6l
56

«60

SOLIUM NITRATE

PAGE 4%

REGRESSION FITS UF THE NUMBERs Us OF IMPLANTATIONS UN DUSE.
( PREDICTED U = A + BeX )

SO X

.63
.69
.67
.65
+68
«66
«66

67

66
66
66
66
66
66

.66

UBaAR

12,44
11.23
12,10
12,74
11,55
11.74
11.51
11.27

11.85
11.59
11.88
12.10
11,59
11,96
11,30

SL v

-}

A

SINGLE TREATMENT

2,40
3,08
2,37

s 466
-,691
«091
~-.218
«109
=s507
«033
-,366

12.697
11,628
124048
12,858
11.487
12.021
11.481
11.492

MULTIPLE TREATMENTS

3,40
3,52
2,50
2.58
2.4l
2401
4L 3}

1.068
«064
=1.083
~:386
«013
~e062
=,021

11.116
11.549
12,553
12.331
11.587
11.999
11.316

CONTROL GROUP INCLUDED

T8

=931
«1.292
223
-e678
0260
«1.289
111
~+959

1.773
0106
®2,540
-, 865
032
o179
=,050

OF

57
69
76
71
T2
14
Ts

75

69
78
72
76
”
77
77

VARU X cv v
5.7813 01933
9,4015 .2731
5,0697 <1967
341074 01384
5,915} +2105
4,817 $1870
7.958¢ 02450
4.9957 +1983
11,2180 02028
12.5288 +3055
5.8369 +2034
640604 2132
5,8835 02092
4,0877 01690
5.,879] +2145

i ¢ st e

VARS VARA
.2503 1739
.2860 2295
(1647 41325
1030 0732
1758 <1460
(1544 1138
.2318 +1874
1453 172
3629 3272
3632 42907
1817 1493
1991 .1552
(1724 1397
‘1186 <0952
<1706 1369

VARUBAR




DOMINANT LETHAL GENE STUDY OF COMPOUND Tl1=7

wWEEK

e

® ~N o0 N o WwN

N s W N

- J

SODIUM NITRATE

PAGE 46

T=TESY TEST OF THE (TRANSFORMED) PRE~IMPLANTATION LOSSES IN PREGNANTY FEMALES,
(LUSSES TAKEN AS A SUBSET OF THE SET OF CORPORA LUTEA)}

«03 G/KG

¥

CONTROL 71-7
N STO N STD

PRG MEAN UVEV PRG MEAN DEV DF
15  +63 ~ .65 16 o5 .37 29
20 .68 .57 19 .69  ,36 37
20 .66 .30 20 .69 42 38
20 .5¢ ,38 20 .57 .28 38
19 56 L,38 19 ,6] ,57 36
20 .53 W42 20 %5 .28 38
20 LTO W39 20 .59 .49 38
20 .56 435 20 .67 .41 38
15 63 65 16 1l.0¢ 69 29
20 .68 .57 20 .66 57 38
20 .66 .30 16 .46 .30 34
20 oS54 438 20 .6b .35 38
19 .56 .38 20 .55 ,32 37
20 .53 .42 20 .58 .28 38
20 W70 .39 20 .68 .49 38

488
<081
e 24Y
324
«387
«T01
812

0948

1.68>
2095
1.930
NYY
129
o418

. l‘.

T1=7 o8 G/KG 11=-7 146 G/KG TEM +2 MG/KG
o STD N STD N 30]
PHG MEAN DEV OF 1 PRG MEAN DEV OF T PRG MEAN DEV OF T
mme meec ceome ae meemmeme ces amens Saece e seemeeee eee secee =eeee e eseeee®e
SINGLE TREATMENT
16 4,36 .16 29 1,641 12 .69 40 25 e267 20 .65 .36 33 105
13 .42 .24 31 1.546 19,90 66 37 1111 20 1.41 47 38 4,40}
18 .75  ,49 36 o702 20 .68  +44 38 2193 20 1,28 .48 38 4,809
17T .50 431 35 ¢326 16 .53 .30 3é 2049 20 1,53 .53 38 6,813
16 .56 L3133 2129 20 458 <46 37 Jlal 19 79,52 36 1,509
16 .64 .35 34 o827 17,69 44535 1,109 20 .53 ,27 38 N7
16 466,41 34 +316 20 470 466 238 014 20 o564 435 38 1,304
1T .59 L38 35 0308 20 .61 428 38, 527 19 (67 .52 37 o840
MULTIPLE TREATMENT
20 453,35 33 600 20 463 450 33 <004
20 .59 L4l 38 eST9 20 .AT .06 38 +952
19 .63 ,40 37 231 19 .83 6] 37 1,088
19 .44 .20 37 «938 19 .86 463 37 7Y
en 71 .62 37 87T 20 .55 431 37 091
19 .72 2T 3T 1,672 20 .56 .34 38 .185
19 .59 .36 37 «897 20 247 38 0048

71

>



DOMINANT LETHAL GENE STUDY OF COMPOUND T71-7

NEEK

® ~ & AN »r W N -

-~ & w W N e

SODIUM NITRATE

PAGE o7

T=TEST OF THE (THANSFORMED) NUMBER OF DEAD IMPLANTS.

CONTROL 71-7 +03 G/KG T1e7 «8 G/XG T1=7 146 6/K0 TEN o2 MG/KS
N STO N sTD N $TD N sTO N ST0
PR iaw UEY PR wEAv DRV O T 0 new SEV of T e deat D6 of 1 we wew tr ol
SINGLE TREATMENT
IS <45 .24 16 437 .23 29 0935 16 .42 .25 29 0276 12 o4¢ 426 25 W050 20 1426 49 33 5,800
20 48 .35 19 .48 30 37 {022 13 4T .30 31 «081 19 oS0 433 37 W186 20 1,40 .63 38 38,703
20 63 o35 20 53 430 38 1,066 18 (44 2536 1,909 20 49 .28 38 1,478 20 1,68 ,53 38 7,365
20 56 436 20 35 18 38 2,101 17 .47 .28 35 o650 16 <42 +23 34 1,138 20 1,40 .49 38 6,364
19 .44 .26 19 3T L1836 1,090 16 .57 .34 33 1,263 20 4T .26 37 2307 19 95 .50 36 3,974
20 46 o33 20 .46 .23 38 «233 16 42,20 34 407 17 40 427 35 W530 20 49,22 38 «399
20 62 o35 20 .40 .21 38 2,427 16 .58 .39 34 o371 20 49 430 38 1,251 20 .45 .24 38 1,836
20 o468 .25 20 43 .21 38 «686 1T S1 L35 35 «358 20 .58 .41 38 927 19 45 432 37 295
MULTIPLE TREATMENT
15 o845 426 16 55 432 29 1,066 20 .49 31 33 490 20 .55 429 33 1,166
20 4B 435 20 60 .42 38 953 20 45  ,23 38 ¢326 20 .80 .31 38 154
20 463 .35 16 .46 .28 36 1,576 19 ST ,22 37 725 19 446 <26 37 1,766
20 56 436 20 .56 .35 38 2200 19 .42  ,26 3T 1,220 19 .49 .36 37 462
19 o6& .26 20 oS58 .26 3T 1,791 20 .44 .28 37 w032 20 .46 423 37 058
20 .46 .33 20 .63 .24 38 277 19 oS8 .33 37 1,119 20 469 39 38 1,965
20 «62 o35 20  +65  ,28 38 1,628 19 .49 .26 3T 1,357 20 .42 25 38 2,076




DOMINANT LETHAL GENE STUDY OF COMPOUND T1=-7

JEEX

VEHICLE CONTROL

W

@™ N O

~ O v W N e

N

N

w0l PRG

12

15
20
20
20
19
20
20

20

15

Zd

20
20
19
20

20

DEATH
INDEX

0
¢35
oT0
o4d
37
«30
60

45

40
«35
«T0
45
.37
«30

260

CHISQ

SOUIUM NITRATE PAGE 49

CHI-SQUARE TEST OF THE DEATH INDEX (1 DEGREE OF FREEOOM)

71=-7 203 G/KG Tl=7 «8 G/KG T1=7 1¢6 G/KG TEM «2 MG/KG
N N DEATH N N DEATH N N DEATH N N DEATH
WwDI PRG INDEX CHISW WDl PRG INDEX CHISQ wol PRg INDEX (CHISQ WOl PRG INDEX CHISQ
SINGLE TREATMENT
3 16 ° .19 82 S 16 #31 002 4 12 33 «00 19 20 «95 10,15
7 19 37 «05 S 13 38 «03 T 19 37 «05 17 20 «85 8,44
10 20 *50 94 7 18 «39 2.56 9 20 045 1,64 19 20 +95 2.77
4 20 20 1.82 T 17 o4l <01 S 1s «31 25 19 20 95 9,64
4 19 21 51 8 1le «50 o19 8 20 40 02 16 19 - 7.05
7 20 «35 0,00 6 16 <38 «01 4 17 o246 «00 10 20 «50 9
6 20 «30 2.53 8 16 50 «07 9 20 45 40 8 20 o0 90
7 20 «35. e10 6 17 +35 07 9 20 '45 10 6 19 32 o28
MULTIPLE TREATMENT
8 16 +50 04 8 20 b0 12 11 20 +55 v 29
9 20 45 10 8 20 40 0,00 9 20 45 10
6 16 «38 2,60 13 19 68 «06 8 19 2 2,05
10 20 50 0,00 6 19 32 20 T 19 37 04
1T 20 35 0,00 11 19 58 2,405 13 20 05 3,61
T 20 «35 1,60 9 19 47 22 6 20 «30 2,93



OOMINANT LETHAL GENE STUDY OF COMPOUND T1=7 SODIUM NITRATE PAGE 49

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIOUNS FOR THE DEATH INDEX

(1 DEGREE OF FREEDOM) BASED ON THE DOSE LEVELS
+«03 G/KG «8 G/KG 146 G/KG
N N N N N N CHISW CHISQ ARMTG
WEEK WDl PRG WD! PRG WDI PRG (Cel) (1) CHISQ

—oee oee oo oe wo= —we oo L LT Y] coewe LT T ]

SINGLE TREATMENT

1 3 16 5 16 6 12 .96 9 .18
2 7T 19 5 13 7 19 L0l .00 .01
3 10 20 7 18 9 20 67 <10 .38
. 6 20 7 17 5 16 1,97 463 1.3s
5 6 19 8 16 8 20 3,32 1.43  1.89
6 1 20 6 16 & 17 .86 oS3 38
7 6 20 8 16 9 20 1.67 91 75
8 1 20 6 17 9 20 .53 443 .11 )
MULTIPLE TREATMENT
1 8 16 8 20 11 20 93 4 .79
2 9 20 8 20 - 9 20 L& .00 .16
3 6 16 13 19 B 19 4,05 .02 4,03
s 10 20 6 19 7T 19 1,48 o7l 76
5 13 20 6 20 7 20 5,86 3,60 2,23
6 1 20 1 19 13 20 3,93  3.59 435
? 1 20 9 19 6 20 1.32 11 1.2



DOMINANT LETHAL GENE STUDY OF COMPOUND 71-7

SODI1UM NITRATE PAGE 5¢

ARMITAGE TEST FOR A LINEAR TREND lN PROPORTIONS FUR THE DEATH INDEX

WEEK

M ~N & v - W N

w N e

~ o wn »

(1 DEGREE OF FREEDOW)

<03 G/KG .8
N N N
WDl PRG w01
3 16 5

1T 19 5
10 20 7
& 20 7

4 19 8

T 20 6

6 20 8

7 20 6

8 16 8

9 20 8

6 16 13
10 20 6
13 20 6
7 20 11

1 20 9

G/KG

N
PRG

16
13
18
17
16
16
16
17

20
20
19
19
20
19
19

le6 G/KG

N

N

WDl PRG

v O & o N OV N &

12
19
20
16
20
17
20
20

20
20
19
19
20
20
20

CHise
(Ce1)

9
001
7
1,97
3,32
+86
1,67
.53

93

4,05
1,48
5,84
3,93
1,32

CHISQ
(1)

SINGLE

93
«00
026
1.32
2455
23
l.42
25

«00
02
«80
1.21
S5.34
3.92
«01

BASED ON THE LOGARITHMS OF THE DOSE LEVELS

ARMTG
cHISso

TREATMENT

00
«01
22
65
o78
63
24
28

MULTIPLE TREATMENT

93
012
3.25
27
+50
02
1.32



DOMINANT LETHAL GENE STUDY OF COMPOUND 7)e7 SODIUM NITRATE PAGE 51

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE JEATH INDEX

(2 DEGREES OF FREEDOOM) BASED UN THE DOSE LEVELS AND INCLUDING THE CONIROL GROUP
CONTROL «03 G/KG +8 G/KG 1e6 G/KG
NN NN N N NN CHISA CHISQ ARMTG
WETX wl. PR Wil BRE wll PR, wil BRE (L Ve oy W3 4

SINGLE TREATMENT

1 6 15 3 16 s 16 4 12 1,73 W07 1466
2 T 20 T 19 s 13 7T 19 .06 .01 003
3 14 20 lo 20 7T 18 9 20 4,26 1.68 2,56
Y 9 20 4 20 T 17 S5 16 3.26 «00 3.2%
5 7 19 s 19 8 16 8 20 3.32 W98 234
6 6 20 T 20 6 16 4 17 .90 .28 62
7 12 20 6 20 8 16 9 20 3,75 .00 3,75
8 9 20 7 20 6 17 9 20 78 .08 .70 )
] MULTIPLE TREATMENT
1 6 15 8 16 8 20 11 20 1.25 .38 488
2 T 20 9 20 8 20 9 20 57 W13 .6
3 14 20 6 16 13 19 B 19 6,46 .58 5,88
4 9 20 10 20 6 19 7 19 1.63 87 W76
5 7 19 13 20 6 20 7 20 6.4  1.86 4,30
6 6 20 T 20 1 19 13 20 6.99 6,82 56
] 12 20 1T 20 9 19 6 20 4.61 1,50 290
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SOUIUM NITRATE

PAGE S¢

PROBIT ANALYSIS OF THE PROPORTION OF PREGNANT FEMALES WITA 1 OR MORE DEAD IMPLANTS

WEEK

DLW S W~

~NORV P, WN -

PROBIT = A ¢ B8{( LOG DOSE )

]

SINGLE TREATMENT

270
«007
'0109
282
«381
~e111
267
111

MULTIPLE TREATMENT

2000
‘0028
210
-e240
‘0506
«435
0017

A

4.526
4,679

4,817
'§0621

44817
4o473
4,902
4,763

44955
4.819
S.086
4.617
4,587
5.272
4,684

CHISQ

onewews

+00
«01
.22
.63
o 79
.66
25
.28

«93
3,28
27
«51

1,31

OF

Pact Pt Pt Guat ot Pt Pt Puat

s Bt Gt et et Gt ot
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T=TEST OF THE (TNANSFORMED)’§UHBER OF DEAD IMPLANTS,
(DEAD IMPLANTS TAKEN AS A SUSBSET OF THE SET OF IMPLANTS)

WEEK CONTROL Tle? +03 G/KG Tl=7 +8 G/Ko T1=7 le6 G/KG TEM «2 MG/KG

T PENETERCCCERE? GRDeESGe sesececscswenw - we - -y
N STO N STO N S$TD N sTo N ST0
PRG MEAN DEV PRG MEAN DEV OF T PRG MEAN DOEV OF T PRG MEaN OEV DOF T PRG MEAN DEvV OF 7

e Seven SoCet ene SEEE® GeTer "R eTeeTeRs A ceses .- or aEe,r SUOSe o sTeSeces Sae o g

SINGLE TREATMENT

1 15 51 .28 16 .39 .25 29  1.257 16 .43 .26 29 831 12 W7 .27 25 (367 20 1.35 .56 33 5,981
2 20 .56 .48 19 .52 .33 37 (366 13 .49 ,32 31 512 19 W61 442 37 290 20 2411 483 38 7,178
3 20 .67 .35 20 .58 .35 38 ST 18 .55 ,51 36 JT80 20 .52 +30 38 1.396 20 2,38 ,55 38 11,088
420 W57 L4020 .36 L1938 2,139 17 .50 .33 35 617 16«43 423 38 1.221 20 2440 67 38 10,402
S 19 .46 .26 19 .40 .20 36 oTEBL 16 .60 .39 33 1,305 20 S5 51 37 .685 19 1,09 .65 36 3,981
6 20 48 .35 20 .45 .26 38 (310 16 W45 .22 34 «366 1T W44 428 35 458 20 51 .23 38 o316
T 20 .67 40 20 .43 .21 38 2,381 16 .62 .42 34 WIB1 20 .55 .29 38 1,148 20 .46 .26 38 2,001
8 20 51 31 20 .46 .23 38 .603 17 .55 .40 35 (355 20 o6l  o44 38 804 19 50 436 37 070
' MULTIPLE TREATMENT
1 15 51 28 16 75 455 29 1,533 20 .52 .36 33 (139 20 .59 .30 33 .884
2 20 456 .48 20 .71 .61 38 (862 20 .48 .25 38 Tl 20 463 47 38 418
3 20 «67 «35 16 048 «31 34 1,634 |9 61 25 37 «579 19 62 +«55 237 »315
4 20 57 «40 20 «59 «42 38 164 19 42 26 37 1,385 19 «53 034 37 314
5 19 .46 426 20 .60 42537  1.787 20 .49 .30 37 W35 20 .46 425 37 .027
6 20 48 .35 20 .45 .25 38 0331 19 .62 .35 37 1,188 20 .71 .60 38 1,899
7 20 467 .40 20 o501 31 38 1,472 19 .52 .27 37 1,400 20 .46 .25 38 2,032
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WEEK

-

~ o n & W N

(%Y

~ o v+ w N

SOUIUM NITRATE

CONTROL GROUP ANOVA FOR THE NUMBER UF PREGNANT FEMALES

BETWEEN MALES

SUMSQ

1.250
0,000
0.000
0,000

450
0,000
04000
04000

1.250
0,000
“ 04000
0.000
«450
0,000

0.000

OF.

O v ¥ v v < ©

£ © ©° 0

o 0

MEANSQ

+139
0.000
0.000
0.000

«050
0.000
0.000

0.000

«139
0.000
0.000
0.000

«050
V.000

0.000

WITHIN MALES

SuUMsQa

24590
0,000
0,000
0,000

«500
0,000
0,000

0,000

OF

MEANSG

SINGLE TREATMENY

10
10
10
10
10
10
lv

10

«250
0.000
0.000
0.000

+050
0,000
0.000
0,000

MULTIPLE TREATMENT

24500
0,000
0,000
0,000

«500
0,000

0,000

10
10
10
10
10
10

10

»0250

0.000
0.000
0.000

»0S0
0.000
0.,000

PAGE Se
TOTAL
SUMSQ DF
3,750 19
0.000 19
0.000 19
0,000 1y
950 19
0,000 19
0,000 19
0.000 1v
3.750 19
0.000 19
0.000 19
0,000 19
+950 19
0,000 19
0,000 19

F

«556

+«556
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WEEK

N~ & W s W N e

CONTROL GROUP ANUYA FOR THE NUMBER UF IMPLANTATIONS PER PREGNANT FEMALE

BETWEEN MALES

SUMSQ

150.000
91.200
27.250
44,200
33,328
33.050
57,250
62,000

150.000
91,200
27,250
44,200
33,328
33,050
57.250

OF

v YV v ¢ v

0

MEANSQ

16.667
10,133
3.028
44911
3.703
3.672
64361

6.839

16.667
10,133
3.028
44911
3.703
3.672
64361

WITHIN MALES TOTAL

SUMSQ OF MEANSQ SUMSQ OF

SINGLE TREATMENT

34,000 5 64800 184,000 14
145,000 10 144500 236,200 19
38,500 10 3.850 65,750 19
39,000 10 3.900 83,200 19
20,500 9 2.278 53,828 1w
89,500 10 8.950 122,550 1y
26,500 10 2.650 83,750 1y
50,000 190 5,000 112,000 19

MULTIPLE TREATMENT

34,000 5 6.800 184,000 le
145,000 10 14.500 236,200 19
38,500 10 3,850 65750 1y
39,000 10 3.900 83.200 19
20,500 9 2.278 53,828 18
89,500 10 84950 122,550 19
26,500 10 2.650 83,750 19

b g 2 - 3 s ki

F

24451
699
o786

1.259

1.626
410

24400

1.378

24451 .
699 )

«T86
1.259
1.6206

s4l0

24400
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CUNTHOL GROUP ANOVA FOR THE PRE=-IMPLANTATION LOSS PER PREGNANT FEMALE

BETWEEN MALES WITHIN MALES TOTAL

WEEK SUMSQ OF MEANSQ SUMSQ DF MEANSQ SUMSQ DF F

SINGLE TREATMENY

1 120,837 9 13,426 38,500 5 T.700 159,337 1% C 1aT4s
2 68,200 9 7.578 83,000 10 8.300 151,200 19 913
3 12,050 9 1,339 14,500 10 1.450 264550 19 «923
‘ 23,050 9 24561 45,500 10 44550 68,550 19 +563
5 35,687 9 3,965 68,500 9 T.611 104,187 18 .521
6 40,450 9 4,494 46,500 10 4,650 86,950 19 967
7 30,050 9 3.339 48,500 10 4,850 78,550 1v «6884
8 24,450 9 2.7117 34,500 10 3,450 . 58,950 19 .787
MULTIPLE TREATMENT
1 120,837 9 13.426 38,500 5 7.700 159,337 1 1.744
2 58,200 9 7.578 83,000 10 84300 151,200 19 «913
3 12,050 9 1.339 14,500 10 14450 264550 19 v923
4 23,050 9 2.561 45,500 10 4.550 68,550 19 +563
5 35,687 9 34965 68,500 9 74611 104,187 18 .521
6 40,450 9 4,494 46,500 10 44650 86,950 19 $967
7 30,050 9 3,339 48,500 10 4,850 784550 19 «688
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CONTROL GROUP ANOVA FOR THE‘NUMBER OF VEAD IMPLANTS PER PREGNANT FEMALE

BETWEEN MALES WITHIN MALES TOTAL

WEEX SUMsQ OF MEANSQ SUMSQ OF MEANSQ SUMSQ (114 F

SINGLE TREATMENT

1 6,137 9 682 5,500 5 l.100 11,637 14 <620
2 21,250 9 2,361 20,500 1y 2,050 ¢1,750 1v 1.152
3 . 18,250 9 2.028 29.500 1o 2,950 47,750 1y 687
. 18,450 9 2,050 28,500 lo 2,85 46,950 1v \ o719
5 3.248 9 361 5,500 9 611 8.748 18 <590
6 27.050 9 3.006 5.500 10 550 32,550 19 5.465
7 34,250 9 3.806 21,500 10 2.150 55,750 19 1.770
8 3.800 9 422 9.000 10 900 12,800 1y 669
MULTIPLE TREATMENT ’
1 6.137 9 «682 5,500 5 " l.100 11,637 16 v620
2 21,250 9 2.361 20,500 10 2.050 41,750 1y 1.152
3 18,250 9 2.028 29,500 10 2,950 47,750 19 687
4 14.450 9 24050 28,500 10 24850 46,950 19 o719
5 3,248 9 . 361 5,500 9 611 8,748 ) +590
6 27,050 9 3.006 5,500 10 +550 32,550 1y 5,465
7 34,250 9 3.806 21,500 10 24150 55,750 19 1.770
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CONTROL GHOUP ANOVA FOR THE RATIO OF DEAD IMPLANTS TO TOTAL IMPLANTS PER PMEGNANT FEMALE

BETWEEN MALES WITHIN MALES TOTAL

WEEK SUMSQ DF MEANSQ SUMSQ . DF MEANSQ SUMSQ DF F

SINGLE TREATMENT

1 041 9 005 026 5 4005 (067  1e 878
2 337 9 0037 0392 190 «039 .729 19 «956
3 .129 9 «014 .208 10 .021 «337 19 690
‘ o136 9 «015 212 1o 0021 365 1y .70
5 .21 9 0002 .,038 9 2004 +060 18 +556
6 .220 9 <024 $033 10 003 .252 1y 7.501
7 o267 9 +030 J177 10 «018 o443 19 1,678
8 «058 9 +006 o117 10 «012 175 1y 551
MULTIPLE TREATMENT

1 ' o041 9 +00S 026 5 «005 0067 1 - JHTH
2 »337 9 0037 ' 0392 10 +039 .729 19 «956
3 .129 9 «016 .208 10 .021 337 1y +690
. .13 9 «015 e212 10 .021 +345 19 701

.021 9 +002 ,038 9 +0064 2060 18 +556
6 .220 9 024 033 10 4003 0252 19 7.501

7 « 267 9 «030 o177 10 «018 : o043 19 1.678
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WEEK

@ ~ o v »r W N

&> W N

- o ©w

CONTROL

N
PRG MEAN

sTo
DEV

N
PRG

15 13.87
20 13.10
20 13.60
20 13.95
19 13,05
20 12.90
20 12.90
20 12.95

15 13.87
20 13.10
20 13,60
20 13.9%
19 13,05
20 12.90
20 12,90

16
19
20
20
19
20
- 20
20

16
20
16
20
20
20
20

71-7

MEAN

13.94
12,89
13,70
13.8d
12.32
12465
12,85
12.40

13.62
13.2%
13,50
12,10
12,40
13.10
13.00

SODIUM NITRATE

PAGE SvY

T«TEST OF THE NUMBEX 'OF CORPORA LUTEA IN PREGNANT FEMALES,

<03 G/KG T1-7 +8 G/KG 71-7 1¢6 G/KG TEM «2 MG/KG .
sTD ~ STD N stu N ST
LEV OF T PRG MEAN DEV OF 1 PRG MEAN OEV DF T PRG MEAN DEV OF T
SmSes S8 = - ha one weses - ne- o= ekl [ 3 :
SINGLE TREATMENT , t) ?
1.36 29 P149 16 13,62 2,03 29 0392 12 12,83 1.27 25 2,073 20 13.50 1,40 33 o191
1.56 37 2342 13 13,23 1,48 31 ¢193 19 12.68 1.45 37 «709 20 11.90 1.52 38 2,055
1,72 38 .200 18 13,78 1,52 236 «372 20 14,05 1.50 38 «970 20 13,00 1,62 38 1.201
1.35 38 0206 17 13,82 1,47 35 0243 16 13.25 1495 34 1.161 20 13,40 2,56 38 RI0
1.70 36 «976 16 13,00 1,32 33 0069 20 12,60 2446 37 W535 19 12,05 2,25 36 1,209
1.50 38 .482 16 13,37 1,93 3¢ «768 1T 12453 1455 35 #0671 20 12.25 1,29 38 1,324
1.35 38 «098 16 13,56 1,31 34 1.216 20 13,30 1.63 28 o730 20 13.45 1,39 38 1.008
1.39 38 1.119 17 12.06 1,68 235 1,599 20 12,00 2,10 38 1,571 19 13.79 1,81 37 1,492
MULTIPLE TREATMENT
j
2416 29 «375 20 13,10 1.25 33 1,762 20 14,40 2,33 33 o797 f
1.62 38 +251 20 13.25 1,59 38 0253 20 14,05 1lob4 38 1.620 ), :
1.79 34 o187 19 13,16 1,46 37 0955 19 13,26 1,94 37 «620 -
2,65 38 24639 19 12,79 1,55 37 2,248 19 13,68 2.73 37 <369 ,
1.77 37 2337 20 12.55 2,04 37 «641 20 13,10 1.80 37 .063 %
1,37 38 ,399 19 13,76 1,91 37 1,418 20 12,75 2.05 38 248 ;
2.32 38 e151 19 12,42 1,46 37 «B99 20 12,95 1.67 38 2090

LT e o b N J




